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Adjuvant nivolumab in resected esophageal or gastroesophageal junction cancer
(EC/GEJC) following neoadjuvant chemoradiotherapy (CRT): First results of overall
survival (OS) from CheckMate 577.

Ronan Joseph Kelly, Jaffer A. Ajani, Jaroslaw Kuzdzal, Thomas Zander, Eric Van Cutsem, Guillaume Piessen, Guillermo Mendez, Josephine Louella Feliciano,
Satoru Motoyama, Astrid Lievre, Hope Elizabeth Uronis, Elena Elimova, Cecile Grootscholten, Karen Paula Geboes, Jenny Zhang, Stephen McCraith, Beilei He, Ming Lei,
James M. Cleary, Markus H. Moehler; Charles A. Sammons Cancer Center at Baylor University Medical Center, Dallas, TX; The University of Texas MD Anderson Cancer
Center, Houston, TX; Department of Thoracic Surgery, Jagiellonian University, John Paul II Hospital, Krakow, Poland; University Hospital Cologne, Clinic I for Internal
Medicine, Cologne, Germany; University Hospitals Gasthuisberg, Leuven and KU Leuven, Leuven, Belgium; University of Lille, Department of Digestive and Oncological
Surgery, CHU Lille, Lille, France; Fundacion Favaloro, Buenos Aires, Argentina; Johns Hopkins Sidney Kimmel Comprehensive Cancer Center, Baltimore, MD; Akita
University Hospital, Akita, Japan; CHU Pontchaillou, Rennes, France; Duke Cancer Institute, Durham, NC; Princess Margaret Cancer Centre, Toronto, ON, Canada;
Netherlands Cancer Institute-Antoni van Leeuwenhoek Hospital, Amsterdam, Netherlands; UZ Gent, Gent, Belgium; Bristol Myers Squibb, Princeton, NJ; Dana-Farber
Cancer Institute, Boston, MA; Johannes-Gutenberg University Clinic, Mainz, Germany

Background: At 24.4-month (mo) median follow-up, adjuvant nivolumab demonstrated a
statistically significant and clinically meaningful improvement in disease-free survival (DFS)
vs placebo with a well-tolerated safety profile in patients (pts) with resected EC/GEJC with
residual pathologic disease following neoadjuvant CRT and surgery in the primary analysis
from the global, phase 3 CheckMate 577 study (NCT02743494). We report the final analysis of
the hierarchically tested secondary endpoint of OS along with longer follow-up of DFS.
Methods: Adults with resected (R0) stage II/III EC/GEJC who received neoadjuvant CRT and
had residual pathologic disease were randomized 2:1 to nivolumab 240 mg or placebo Q2W for
16 weeks, followed by nivolumab 480 mg or placebo Q4W. Maximum treatment duration was 1
year. The primary endpoint was DFS. OS was a secondary endpoint, and exploratory endpoints
included safety, distant metastasis-free survival (DMFS), and progression-free survival on
subsequent systemic therapy (PFS2). Results: 794 pts were randomized (nivolumab, n = 532;
placebo, n = 262). With amedian follow-up of 78.3 (range, 60.1–96.6)mo, adjuvant nivolumab
continued to show DFS benefit vs placebo (HR 0.76 [95% CI 0.63–0.91]; Table). Median OS was
numerically longerwithnivolumab vs placebo (51.7 vs 35.3mo), although the differencewasnot
statistically significant (HR 0.85 [95.87% CI 0.70–1.04]; P = 0.1064; Table). OS rates at 3 and 5
years with nivolumab vs placebo were 57% vs 50% and 46% vs 41%, respectively. OS subgroup
analyses will be presented. Clinically meaningful improvement in DMFS with nivolumab vs
placebo was maintained (Table). PFS2 favored nivolumab vs placebo (HR 0.81 [95% CI
0.67–0.98]). In the nivolumab group, 46% of pts received subsequent therapy vs 60% in
the placebo group; 5%vs 15% received subsequent immunotherapy. No new safety signalswere
identified. Conclusions: Adjuvant nivolumab demonstrated sustained long-term DFS benefit
and numerical improvement in OS vs placebo in pts with resected EC/GEJC and residual
pathologic disease following neoadjuvant CRT. The safety profile of adjuvant nivolumab
remained well-tolerated with longer follow-up. These results further support the use of
adjuvant nivolumab in this pt population. Clinical trial information: NCT02743494. Research
Sponsor: Bristol Myers Squibb.

Efficacy
Nivolumab
(n = 532)

Placebo
(n = 262)

Median DFS (95% CI), mo 21.8 (16.6–29.7) 10.8 (8.3–14.3)
HR (95% CI) 0.76 (0.63–0.91)
Median OS (95% CI), mo 51.7 (41.0–61.6) 35.3 (30.7–48.8)
HR (95.87% CI; P value) 0.85 (0.70–1.04; P = 0.1064)
Median DMFS (95% CI), mo 27.3 (21.4–36.0) 14.6 (10.9–20.3)
HR (95% CI) 0.75 (0.62–0.90)
Safety, n (%) n = 532 n = 260
Any-grade/grade 3–4 TRAEs 379 (71)/75 (14) 124 (48)/17 (7)
Any-grade/grade 3–4 TRAEs leading to discontinuation 48 (9)/26 (5) 8 (3)/7 (3)

TRAE, treatment-related adverse event.
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Lenvatinib plus pembrolizumab and chemotherapy versus chemotherapy in ad-
vanced, metastatic gastroesophageal adenocarcinoma: The phase 3, randomized
LEAP-015 study.

Kohei Shitara, Sylvie Lorenzen, Yuxian Bai, Manuel González Fernández, Mynor Aguilar, Hirokazu Shoji, Felipe Reyes-Cosmelli, Yovany Rodriguez, Luis Corrales,
Lucjan Wyrwicz, Daniel Acosta-Eyzaguirre, Yueyin Pan, Min-Hee Ryu, Deirdre J. Cohen, Zev A. Wainberg, Geoffrey Yuyat Ku, Li Wen Liang, Sonal Bordia, Pooja Bhagia,
Sun Young Rha; National Cancer Center Hospital East, Chiba, Japan; Technical University of Munich, School of Medicine, Department of Internal Medicine, Munich,
Germany; Harbin Medical University Cancer Hospital, Harbin, China; IMAT-Oncomedica, Monteria, Colombia; Universidad FranciscoMarroquin, Guatemala City, Guatemala;
National Cancer Center Hospital, Tokyo, Japan; INCancer, Providencia, Chile; Clinica Universitaria Colombia, Bogota, Colombia; Centro de Investigación y Manejo del Cáncer
(CIMCA), San José, Costa Rica; Maria Sklodowska-Curie National Research Institute of Oncology, Warsaw, Poland; Vall d’Hebron University Hosital, Barcelona, Spain;
Department of Chemotherapy Oncology, Anhui Provincial Hospital, Hefei, China; Asan Medical Center, Seoul, South Korea; Division of Hematology and Medical Oncology,
Icahn School of Medicine at Mount Sinai, New York, NY; University of California Los Angeles Health - Hematology/Oncology, Los Angeles, CA; Memorial Sloan Kettering
Cancer Center, New York, NY; Merck & Co., Inc., Rahway, NJ; Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea

Background: LEAP-015 (NCT04662710), is a randomized, open-label, phase 3 study of pem-
brolizumab plus lenvatinib and chemotherapy as first-line treatment for advanced/ metastatic
gastroesophageal adenocarcinoma. We report results from the interim and final analyses of
LEAP-015.Methods: Eligible participants (pts) had untreated HER-2 negative locally advanced
unresectable or metastatic gastroesophageal adenocarcinoma, measurable disease and ECOG
PS 0-1. All pts were randomly assigned 1:1 to induction with pembrolizumab 400 mg IV Q6W
(x2) plus oral lenvatinib 8 mg QD and investigators choice chemotherapy (CAPOX Q3W x4 or
mFOLFOX6 Q2W x6) then consolidation with pembrolizumab 400 mg Q6W for #16 doses plus
lenvatinib 20mgQD (only if 8mg tolerated for at least 3weeks), or chemotherapy alone (CAPOX
or FOLFOX). Randomization was stratified by region, ECOG PS, and chemotherapy choice. Dual
primary endpoints were PFS (RECIST v1.1, BICR) and OS in pts with PD-L1 combined positive
score (CPS)$1 and in all pts; secondary endpoints included ORR and DOR (RECIST v1.1, BICR) in
pts with PD-L1 CPS$1 and in all pts, and safety and tolerability in all pts. The data cut-off date
was Oct 29, 2024. Results: A total of 880 pts (78% PD-L1 CPS $1; 75% gastric primary) were
randomized (443 pembrolizumab plus lenvatinib and chemotherapy; 437 chemotherapy alo-
ne).Median follow-up was 32.2 mo (range 19.0 – 41.7) in pts with PD-L1 CPS $1 and 31.8 mo
(range, 19.0 – 41.7) in all pts. At interim analysis, PFS difference was statistically significant
with pembrolizumab plus lenvatinib and chemotherapy vs chemotherapy in pts with PD-L1
CPS$1 (median 7.3 vs6.9mo;HR0.75; 95%CI, 0.62-0.9; P=0.0012),with 24-moPFSof 20%vs
7%, and in all pts (median 7.2 vs 7.0 mo; HR 0.78; 95% CI, 0.66-0.92; P = 0.0019), with 24-mo
PFS of 21% vs 8%. ORRwas 59.5% vs 45.4% in pts with PD-L1 CPS$1 and 58.0% vs 43.9% in all
pts; P , 0.0001 for both. At final analysis, OS in pts with PD-L1 CPS $1 was not statistically
significant (median 12.6 vs 12.9 mo; HR 0.84; 95% CI, 0.71-1.00; P = 0.0244 (P-value boundary
for significance of 0.0204), with 24-mo OS of 31% vs 23%. OS in all pts was not tested per
multiplicity strategy (median 13.1 vs 13.0; HR 0.87; 95% CI 0.75-1.01). Drug-related adverse
event (AE) rates were 98% vs 92% in pts receiving pembrolizumab plus lenvatinib and
chemotherapy vs chemotherapy. Grade $3 drug-related AE rates were 65% vs 49% (grade 5
AEs 5% vs , 1%). Conclusions: Pembrolizumab plus lenvatinib and chemotherapy vs chemo-
therapy provided statistically significant improvement in PFS and ORR in pts with advanced
unresectable ormetastatic gastroesophageal carcinomaat interimanalysis.However, therewas
no significant improvement inOS in ptswith PD-L1 CPS$1 at final analysis. Safety profileswere
consistent with known regimens, with higher AE rates seen in pts receiving the experimental
treatment. Clinical trial information: NCT04662710. Research Sponsor: Merck Sharp & Dohme
LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA; N/A.
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Trastuzumab deruxtecan (T-DXd) vs ramucirumab (RAM) + paclitaxel (PTX) in
second-line treatment of patients (pts) with human epidermal growth factor re-
ceptor 2-positive (HER2+) unresectable/metastatic gastric cancer (GC) or gas-
troesophageal junction adenocarcinoma (GEJA): Primary analysis of the
randomized, phase 3 DESTINY-Gastric04 study.

Kohei Shitara, Mahmut Gumus, Filippo Pietrantonio, Sara Lonardi, Christelle De La Fouchardiere, Clélia Coutzac, Jeroen Dekervel, Daniel Hochhauser, Lin Shen,
Wasat Mansoor, Bo Liu, Lorenzo Fornaro, Min-Hee Ryu, Jeeyun Lee, Fabricio Souza, Lori Jukofsky, Yumin Zhao, Takahiro Kamio, Aziz Zaanan, Eric Van Cutsem; National
Cancer Center Hospital East, Kashiwa, Japan; Istanbul Medeniyet University, Prof. Dr. Suleyman Yalcin City Hospital, Istanbul, Turkey; Fondazione IRCCS Istituto Nazionale
dei Tumori, Milan, Italy; Veneto Institute of Oncology IOV, IRCCS, Padua, Italy; Centre Léon Bérard, Lyon, France; Department of Medical Oncology, Centre Léon-Bérard,
Lyon, France; University Hospitals Gasthuisberg and University of Leuven, Leuven, Belgium; University College Hospital Macmillan Cancer Centre, London, United Kingdom;
State Key Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Department of GI Oncology, Peking University Cancer Hospital & Institute, Beijing,
China; Christie NHS Foundation Trust, Manchester, United Kingdom; Shandong Cancer Hospital, Jinan City, China; Azienda Ospedaliero Universitaria Pisana, Pisa, Italy;
Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Samsung Medical Center, Seoul, South Korea; Daiichi Sankyo, Inc., Basking Ridge, NJ;
Hôpital Européen Georges Pompidou, Department of Digestive Oncology, Paris, France

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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Claudin18.2-specific CAR T cells (Satri-cel) versus treatment of physician’s choice
(TPC) for previously treated advanced gastric or gastroesophageal junction
cancer (G/GEJC): Primary results from a randomized, open-label, phase II trial
(CT041-ST-01).

Changsong Qi, Chang Liu, Zhi Peng, Yanqiao Zhang, Jia Wei, Wensheng Qiu, Xiaotian Zhang, Hongming Pan, Zuoxing Niu, Meng Qiu, Yanru Qin, Weijia Fang, Feng Ye, Ning Li,
Tianshu Liu, YumengWang, Daijing Yuan, Zonghai Li, Lin Shen; Peking University Cancer Hospital, Beijing, Beijing, China; Department of Gastrointestinal Medical Oncology,
Harbin Medical University Cancer Hospital, Harbin, China; Nanjing Drum Tower Hospital, Nanjing, China; The Affiliated Hospital of Qingdao University, Qingdao, Shandong,
China; Sir Run Run Shaw Hospital, Zhejiang University School of Medicine, Hangzhou, Zhejiang, China; Shandong Cancer Hospital, Shandong First Medical University,
Jinan, Shandong, China; West China Hospital of Sichuan University, Chengdu, China; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, Henan, China; The
First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, Zhejiang, China; The First Affiliated Hospital of Xiamen University, Xiamen, Fujian, China; Henan
Cancer Hospital, Affiliated Cancer Hospital of Zhengzhou University, Zhengzhou, Henan, China; Zhongshan Hospital, Fudan University, Shanghai, Shanghai, China; CARsgen
Therapeutics Co., Ltd., Shanghai, China

Background: Claudin18.2 (CLDN18.2) has emerged as a promising therapeutic target in G/GEJC.
Recently reported results showed CT041/satricabtagene autoleucel (satri-cel), an autologous
CLDN18.2-specific CART-therapy, had encouraging efficacy inpreviously treatedpatients (pts)
with advanced G/GEJC. Now we report the primary results from the phase II pivotal trial
(CT041-ST-01, NCT04581473). Methods: In this open-label, multicenter, randomized con-
trolled trial (RCT) conducted in China, CLDN18.2 positive, advancedG/GEJC ptswith failure to at
least 2 prior lines of treatment, were randomized (2:1) to satri-cel armor TPC arm. For satri-cel
arm, satri-cel dose of 250 3106 cells were infused up to 3 times. For TPC arm, one of the
standard of care (SOC) drugs (apatinib, paclitaxel, docetaxel, irinotecan or nivolumab) was
given per physician’s decision. Those who experienced disease progression or drug intolerance
in TPC arm could receive subsequent satri-cel, if eligible. The primary endpoint was PFS
assessed by the Independent Review Committee (IRC). Key secondary endpoint was OS. Data
cutoff date was Oct 18, 2024.Results: FromMar 29, 2022 to Aug 16, 2024, a total of 156 pts were
randomized to satri-cel arm (n = 104) or TPC arm (n = 52). Twenty pts in TPC arm received
subsequent satri-cel.Mediannumber of prior systemic therapieswas2 in both arms, and26.9%
vs 19.2% had received $3 lines; 69.2% vs 59.6% had peritoneal metastasis; 71.2% vs 65.4%
were Lauren diffuse/mixed type. The median follow-up time of PFS and OS was 8.90 and
12.29 months (m). In ITT population, satri-cel arm showed significant improvement in mPFS
by IRC (3.25m vs 1.77m; HR 0.366, 95% CI: 0.241, 0.557; p , 0.0001) and an obvious trend for
longer mOS (7.92m vs 5.49m; HR 0.693, 95% CI: 0.457, 1.051; one-sided p = 0.0416) than TPC
arm. Moreover, in 136 pts receiving study drug (mITT, satri-cel 88 pts vs TPC 48 pts), mPFS by
IRC was 4.37m vs 1.84m, HR 0.304 (95% CI: 0.195, 0.474) and mOS was 8.61m vs 5.49m, HR
0.601 (95% CI: 0.385, 0.939). Notably, mOS of TPC pts with satri-cel was 9.20m. Among all pts
receiving satri-cel (n = 108) vs TPC pts without satri-cel (n = 28), mOS was 9.17m vs 3.98m, HR
0.288 (95% CI: 0.169, 0.492). A summary of study drug-related adverse events (TRAEs) is
shown in the Table. Conclusions: This is the first confirmatory RCT of CAR T-therapy in solid
tumors. Satri-cel demonstrated significant PFS improvement and an obvious OS benefit with a
manageable safety profile. These results support satri-cel as a potential new SOC for advanced
G/GEJC. Clinical trial information: NCT04581473. Research Sponsor: None.

Safety, n (%)
Satri-cel
(n=88)

TPC
(n=48)

TRAEs 88 (100) 44 (91.7)
Serious TRAEs 31 (35.2) 12 (25.0)
TRAE leading to death 1 (1.1)a 1 (2.1)b

CRS 84 (95.5) 0
Grade 1-2 80 (90.9) 0
Grade 3 4 (4.5) 0
ICANS 0 0
adisseminated intravascular coagulation;
bcoagulopathy.
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Results of a randomized phase III trial of pre-operative chemotherapy with
mFOLFIRINOX or PAXG regimen for stage I-III pancreatic ductal adenocarcinoma.

Michele Reni, Marina Macchini, Giulia Orsi, Letizia Procaccio, Giuseppe Malleo, Gianpaolo Balzano, Ilario Giovanni Rapposelli, Katia Bruna Bencardino, Mario Scartozzi,
Catia Carconi, Domenico Tamburrino, Barbara Merelli, Elisa Sperti, Giulio Belfiori, Nicole Liscia, Silvia Bozzarelli, Mariacristina Di Marco, Diego Palumbo, Valter Torri,
Massimo Falconi; Department of Medical Oncology, Pancreas Translational and Clinical Research Center, IRCCS San Raffaele Scientific Institute, Vita-Salute San Raffaele
University, Milan, Italy; Department of Medical Oncology, Pancreas Translational and Clinical Research Center, IRCCS San Raffaele Scientific Institute, Milan, Italy; Veneto
Institute of Oncology IOV, IRCCS, Padua, Italy; Pancreatic Surgery Unit, Pancreas Institute, Azienda Ospedaliera Universitaria Integrata, Verona, Italy; Division of Pancreatic
and Transplant Surgery, Pancreas Translational & Clinical Research Center, IRCCS San Raffaele Hospital, Milan, Italy; Department of Medical Oncology, IRCCS Istituto
Romagnolo per lo Studio dei Tumori (IRST) "Dino Amadori", Meldola, Italy; Niguarda Cancer Center, Grande Ospedale Metropolitano Niguarda, Milan, Italy; Medical Oncology
Unit, University Hospital and University of Cagliari, Cagliari, Italy; Division of Pancreatic and Transplant Surgery, Pancreas Translational & Clinical Research Center, IRCCS
San Raffaele Hospital, Vita-Salute San Raffaele University, Milan, Italy; Unit of Medical Oncology, Department of Oncology & Hematology, Papa Giovanni XXIII Cancer
Center Hospital, Bergamo, Italy; SCDU Oncologia Medica - A.O. Ordine Mauriziano di Torino, Turin, Italy; IRCCS Humanitas Research Hospital, Rozzano, Milan, Italy;
Department of Medical and Surgical Sciences, Alma Mater Studiorum University of Bologna, Bologna, Italy; Department of Radiology, Pancreas Translational and Clinical
Research Center, IRCCS San Raffaele Scientific Institute, Milan, Italy; Clinical Oncology Department, Mario Negri Institute - IRCCS, Milan, Italy

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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PANOVA-3: Phase 3 study of tumor treating fields (TTFields) with gemcitabine and
nab-paclitaxel for locally advanced pancreatic ductal adenocarcinoma (LA-PAC).

Vincent J. Picozzi, Hani M. Babiker, Sreenivasa R. Chandana, Bohuslav Melichar, Anup Kasi, Gang Jin, Javier Gallego, Andrea J. Bullock, Chunyi Hao, Lucjan Wyrwicz,
Arsen Osipov, Christelle De La Fouchardiere, Tomislav Dragovich, Woo Jin Lee, Kynan Feeney, Philip Philip, Makoto Ueno, Eric Van Cutsem, Thomas Seufferlein,
Teresa Macarulla, PANOVA-3 Study Investigators; Virginia Mason Medical Center, Seattle, WA; Mayo Clinic, Jacksonville, FL; The Cancer and Hematology Centers, Grand
Rapids, MI; Palacky University and University Hospital Olomouc, Olomouc, Czech Republic; University of Kansas Cancer Center, Fairway, KS; Changhai Hospital, Shanghai,
China; General University Hospital Elche, Elche, Spain; Harvard Medical School, Harvard University and Beth Israel Deaconess Medical Center, Boston, MA; Beijing Cancer
Hospital, Beijing, China; National Institute of Oncology; Maria Sklodowska Curie National Cancer Research Institute, Warsaw, Poland; Cedars-Sinai Medical Center, Los
Angeles, CA; Centre Léon Bérard, Lyon, France; Baptist MD Anderson Cancer Center, Jacksonville, FL; National Cancer Center, Goyang, South Korea; St John of God
Murdoch Hospital, Murdoch, Australia; Wayne State University/Henry Ford Hospital, Detroit, MI; Kanagawa Cancer Center, Yokohama, Japan; University of Leuven, Leuven,
Belgium; University Hospital, Ulm, Germany; Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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Preliminary results from the randomized phase 2 study (1801 part 3B) of elraglusib
in combination with gemcitabine/nab-paclitaxel (GnP) versus GnP alone in patients
(pts) with previously untreated metastatic pancreatic ductal adenocarcinoma
(mPDAC).

Devalingam Mahalingam, Rachna T. Shroff, Benedito A. Carneiro, Yan Ji, Andrew L. Coveler, Andres Cervantes, Vaibhav Sahai, Anne Ploquin, Sandrine Hiret,
Noelle K. LoConte, Ivor John Percent, Charles D. Lopez, Simon Pernot, Petr Kavan, Mary Frances Mulcahy, Ryan Michael Carr, Francis J. Giles, Andrew Paul Mazar, Gil Fine,
Tanios S. Bekaii-Saab; Robert H. Lurie Comprehensive Cancer Center, Northwestern University, Chicago, IL; University of Arizona Cancer Center, Tucson, AZ; Brown
University, Legorreta Cancer Center, Providence, RI; Metro-Minnesota Community Oncology Research Consortium (MMCORC), Saint Paul, MN; University of Washington,
Fred Hutchinson Cancer Center, Seattle, WA; INCLIVA University of Valencia, Valencia, Spain; University of Michigan, Ann Arbor, MI; Lille University Hospital, Lille, France;
Institut de Cancérologie de l’Ouest, Saint-Herblain, France; University of Wisconsin–Madison, Madison, WI; Florida Cancer Specialists, Port Charlotte, FL; Oregon Health &
Science University Knight Cancer Institute, Portland, OR; Department of Medical Oncology, Institute Bergonié Cancer Center, Bordeaux, Nouvelle Aquitaine, France; Jewish
General Hospital-Sir Mortimer B. Davis Jewish General Hospital, Montreal, QC, Canada; Mayo Clinic Rochester, Rochester, MN; DTC, Chicago, IL; Actuate Therapeutics, Inc.,
Fort Worth, TX; Division of Hematology and Oncology, Mayo Clinic Arizona, Phoenix, AZ

Background: Elraglusib (9-ING-41) is a first-in-class inhibitor of GSK-3ß, which may mediate
drug resistance, EMT, and damaged DNA and tumor immune response in advanced cancer. In
pancreatic cancer models in mice, elraglusib combined with chemotherapy enhanced anti-tumor
effects and survival. In a single-arm clinical study, elraglusib/GnP showed antitumor activity and
prolonged survival in pts with mPDAC. Methods: Pts with previously untreated mPDAC were
randomized 2:1 to GnP plus elraglusib 9.3 mg/kg IV once weekly or GnP in an open-label phase 2
study. The primary endpoint was 1-yr OS in the primary analysis set. Upon study completion, mOS
will be the primary endpoint once survival distributions are compared after the 12-month follow-
upusing log-rank analysis. Secondary endpoints includedDCR,ORR,mPFS, andTEAEs/TRAEs. The
planned sample size was 207 evaluable pts (130 for elraglusib/GnP and 77 for GnP), assuming 1-yr
OS of 55%with elraglusib/GnP and 35%with GnP to achieve 80%power with a chi-square test at a
2-sided 5% a. For OS, nonparametric log-rank test was used with statistical significance at p-
value , 0.048. Cytokine/chemokine correlative biomarker assays were performed. The study
completed enrollment in February 2024. Results: As of November 15, 2024 (preliminary data
cut-off date), the primary analysis set included 155 pts in the elraglusib/GnP arm and 78 pts in the
GnP arm,with 52.8%males and 57.5%ECOGPS 1.Median (range) CA 19-9 levelswere 1568U/mL (1
to 381,904 U/mL) in the elraglusib/GnP arm and 1590 U/mL (2 to 501,000 IU/mL) in the GnP arm.
The 1-yr OS ratewas 43.6%with elraglusib/GnP vs 22.5%with GnP (z-test p = 0.002); themOSwas
9.3mowith elraglusib/GnP vs 7.2mowithGnP (HR, 0.63; log rankp=0.016; seeTable). 38.1%of pts
on elraglusib/GnP and 19.2% on GnP are censored, with the majority at . 10 months OS. Several
biomarkers appear to be predictive for OS including IFNb and PD-L1. Themost commonTRAEwith
elraglusib/GnP was grade 1-2 transient visual impairment in. 60% of patients (vs 9%with GnP).
Grade $3 TEAEs occurred in 89.7% of pts on elraglusib/GnP and 80.8% on GnP. Most common
grade $3 TEAEs with elraglusib/GnP (vs GnP) were neutropenia 51.6% (vs 29.5%), anemia 24.5%
(vs 29.5%), and fatigue 16.1%(vs 5.1%).Conclusions:Thepreliminary results showeda statistically
significant benefit for 1-yr OS andmOS and favorable trends for ORR and DCR with elraglusib/GnP
over GnP, with manageable safety profile. The mOS for GnP is lower relative to MPACT and
NAPOLI-3 but comparable to recent real-world meta-analyses, explained by advanced disease
burden and higher mortality rate in the first 4 months in our study. Topline analysis (April 2025)
and correlative biomarker analysis predictive for OS will be presented. Clinical trial information:
NCT03678883. Research Sponsor: Actuate Therapeutics, Inc.

Preliminary efficacy results.

Elraglusib/GnP
n=155

GnP
n=78

1-year OS, %
z-test p=0.002

43.6 22.5

mOS, mo
HR=0.63; log-rank p=0.016

9.3 7.2

Events, n (%) 96 (61.9) 63 (80.8)
mPFS, mo
HR=0.91; p=NS

5.6 4.9

Events, n (%) 128 (82.6) 70 (89.7)
DCR, % 42.6 33.3
ORR, n (%) 43 (27.7) 16 (20.5)
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A phase III randomized clinical trial evaluating perioperative therapy (neoadjuvant
chemotherapy versus chemoradiotherapy) in locally advanced gallbladder cancers
(POLCAGB).

Reena Engineer, Mahesh Goel, Vikas Ostwal, Shraddha Patkar, Shivakumar Gudi, Anant Ramaswamy, Sadhana Kannan, Nitin Shetty, Kunal Gala, Archi Agrawal,
Mukta Ramadvar, Prachi Patil, Shaesta Mehta, Rahul Krishnatry, Satyajit Pradhan, Lincoln Pujari, Mayank Tripathi, Supriya Chopra, Dipika Chourasiya, Sudeep Gupta; Tata
Memorial Centre (HBNI), Mumbai, India; Department of Surgical Oncology, Tata Memorial Center (HBNI), Mumbai, India; Department of Medical Oncology, Tata Memorial
Hospital, Homi Bhabha National University, Mumbai, India; Department of Surgical Oncology, Tata Memorial Hospital (HBNI), Mumbai, India; Radiation Oncology, Tata
Memorial Hospital (HBNI), Mumbai, India; ACTREC, Mumbai, India; Radiology Department, Tata Memorial Centre, Mumbai, India; Advanced Centre for Treatment, Research
and Education in Cancer (ACTREC) and Tata Memorial Hospital (TMH), Mumbai, India; Dept of Pathology Tata Memorial Centre, Mumbai, India; Tata Memorial Centre,
Mumbai, India; Tata Memorial Centre, Mahamana Pandit Madan Mohan Malaviya Cancer Hospital & Homi Bhabha Cancer Hospital, Varanasi, India; Surgical Oncology, Tata
Memorial Centre, Mahamana Pandit Madan Mohan Malaviya Cancer Hospital & Homi Bhabha Cancer Hospital, Varanasi, India; ACTREC, Tata Memorial Centre, Mumbai,
India; Tata Memorial Center (HBNI), Mumbai, India; Tata Memorial Centre, Homi Bhabha National Institute, Mumbai, India

Background: Locally advanced Gallbladder cancers (LAGBC)initially deemed not suitable for R0
resection receive either neoadjuvant chemotherapy (NACT)or neoadjuvant chemoradiation
(NACRT)downstaging for resection and to improve outcomes. Methods: This is a randomized
phase 3 trial (NCT02867865) that included fit patients with LAGBC adenocarcinoma,. T3/T4
with liver infiltration ( . 2cm, , 5cm); N1 nodal status; obstructive jaundice (type I/II biliary
obstruction) ;duodenal or colonic abutment with no mucosal infiltration , , 180°vascular
involvement. The patients were randomized (1:1) to NACT arm (Gemcitabine + platinum for
four cycles) versus NACRT arm (55 -57Gy with concurrent gemcitabine followed by two cycles
of chemotherapy) and were then evaluated for surgery. A sample size of 314 patients was
required to detect a 5.5months difference (11mo.to 16.5mo in the test arm)withmedian overall
survival (OS) as the primary endpoint (hazard ratio, 0.7; 2-sided a = 0.05; b = 0.2). Secondary
endpoints were event free survival (EFS),R0 resection rates and post-operative complication
rates. Due to slowaccrual Institutional Ethics committee requested the investigators for interim
analysis and approval was obtained for the same. Results: From Oct 2016 to Sept 2024, 124
patients (64 NACT, 60 NACTRT)were enrolled at 2 centers. At the time of analysis 93 OS events
were observed in 124 patients. Median follow-up was 62 (range 6.9-94)months. More number
of patients underwent R0 resection in NACRT than NACT arm 51.6 vs 29.7% (p = 0.01) In the
intention to treat analysis, the NACTRT arm showed improved OS compared to the NACT arm
[21.8mo.vs.10.1mo. p = 0.006]. EFSwas 10.6mo. vs 4.9months, p = 0.006]. Similar results were
noted in the per protocol analysis(n = 110). ClavienDindopostoperativemorbidity of grade 3 and
above was 4/22 (18.18%) in NACT arm vs 9/32(28.12%) in NACRT arm (p = 0.30). The interim
analysis demonstrated a significant improvement in efficacy in the NACRT arm. Based on the
current data, the conditional power was calculated to be 99.96%. Conclusions: This trial
demonstrates that the addition of concurrent chemoradiation to chemotherapy improves
overall survival and resection rates in patients with locally advanced gallbladder cancers. These
results provide important evidence to guide treatment decisions in this traditionally difficult to
treat set of gallbladder cancers. Clinical trial information: NCT02867865. Research Sponsor:
Intramural funding - Tata Memorial Centre.

Treatment outcomes.

Outcome measures
NACTRT
N=60

NACT
N=64 HR p

Patients surgically explored 39(65%) 29(45.3%) 0.03
Patients undergoing R0 resection 31 (51.6%) 19 (29.7%) 0.01
Median OS (months) (95% CI) 21.8 (14.6-29.14) 10.1 (8.5-11.7) HR- 0.56

95%CI- 0.37-0.84
0.006

5 Year survival (95% CI) 27 (17.7-43)% 18 (10-31) %
EFS (months) (95% CI) 10.6 (6.07-15.5-15) 4.89 (3.06-6.73) HR-0.58

95%CI- 0.39-0.85
0.006

5 Yr EFS (%) 21 (12-35.7)% 12.7 (6-24.6)%
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4008 Oral Abstract Session

Neoadjuvant chemotherapy with gemcitabine plus cisplatin followed by radical liver
resection versus immediate radical liver resection alone followed adjuvant therapy
in biliary tract cancer: Final results from the phase III AIO/CALGP/ACO-GAIN-Trial.

Thorsten Oliver Goetze, Arndt Vogel, Johann Pratschke, Matthias Behrend, Daniel Reim, Andreas A. Schnitzbauer, Annalen Bleckmann, Silvan Becker, Nuh Rahbari,
Stefan M. Brunner, Steffen Manekeller, Kim Barbara Luley, Sven Arke Lang, Kerstin Gutsche, Timorshah Habibzada, Jorge Klagges, Marina Schaaf, Claudia Pauligk,
Ulli Simone Bankstahl, Salah-Eddin Al-Batran; Institute of Clinical Cancer Research (IKF), Krankenhaus Nordwest, UCT-University Cancer Center, Frankfurt, Germany;
Toronto General Hospital, Toronto, Canada; Charité – Universitaetsmedizin Berlin, Department of Surgery CCM|CVK, Berlin, Germany Department of Surgery, Berlin,
Germany; Donauisar Klinikum Deggendorf, Deggendorf, Germany; TUM University Hospital, Department of Surgery, Technical University of Munich, Munich, Germany;
Universitätsklinikum Knappschaftskrankenhaus Bochum, Bochum, Germany; Universitätsklinikum Münster, Münster, Germany; AGAPLESION MARKUS KRANKENHAUS,
Frankfurt, Germany; Klinik für Allgemein- und Viszeralchirurgie, Universitätsklinikum Ulm, Ulm, Germany; Klinik und Poliklinik für Chirurgie, Universitätsklinikum
Regensburg, Regensburg, Germany; Klinik u. Poliklinik für Allgemein, Viszeral-, Thorax- und Gefäßchirurgie, Universitätsklinikum Bonn, Bonn, Germany; University Hospital
Schleswig-Holstein, Campus Luebeck, Lübeck, Germany; Department of General, Visceral and Transplantation Surgery, University Hospital Essen, Essen, Germany;
Ambulantes Zentrum für Hämatologie & Onkologie, Cottbus, Germany; Frankfurter Institut für Klinische Krebsforschung IKF GmbH, Frankfurt, Germany; Frankfurter
Institut für Klinische Krebsforschung IKF GmbH, Frankfurt Am Main, Germany

Background: Radical surgical resection represents the only potentially curative treatment
option for Biliary Tract Cancer (BTC) and (incidental) Gallbladder Carcinoma ((I)GBC). Nev-
ertheless, 5-year OS is only 20–40% after curatively intended resection and data regarding
pure adjuvant chemotherapy in BTCs are currently conflicting. Encouraging results of
neoadjuvant/perioperative concepts in other malignancies provide a rationale to use this
treatment in the early phase management of GBC and intrahepatic as well extrahepatic
cholangiocarcinoma (ICC/ECC). Methods: GAIN is a multicenter, randomized, controlled,
open-label phase III trial, including patients (pts) with localized or locally advanced resectable
non metastatic biliary tract cancer (intra-/extrahepatic cholangiocarcinoma ICC/ECC; GBC in
front of radical liver resection). Pts were randomized to either neoadjuvant (perioperative)
systemic chemotherapy (Gemcitabine + Cisplatin 3 cycles pre- and post-surgery) followed by
radical surgery (Arm A) or to direct surgery followed by adjuvant treatment (Arm B) according
to investigators choice. Primary endpoint was OS; secondary endpoints were PFS/EFS, R0-
resection rate, toxicity, perioperative morbidity, mortality and QoL. Recruitment was stopped
after enrollment of 68 pts due to a slow enrollment rate. Results: Between Dec 2019 and Feb
2024, 68 pts were randomized and the ITT comprised 32 pts in Arm A and 30 pts in Arm B.
Baseline characteristics were similar between arms (overall, male 55%; median age 66.0; cT3/
T4 29.0%; cN+ 30.6%; 37.1% ICC, 30.6%ECC and 32.3%GBC). 90.6% of pts in ArmA completed
all 3 pre-operative cycles. 43.8% in Arm A completed adjuvant treatment and 23.3% in Arm B
received adjuvant treatment. Median follow-up was 11.8 months. Neoadjuvant treatment
improved OS (mOS, Arm A 27.8 vs. 14.6 months Arm B; HR 0.46 [0.22 - 0.96]; p = 0.04) and
R0 resection rate (62.5% vs 33.3%). This effect was also seen in event-free survival. Post-
operativemorbidity rateswere similar in both arms (33.3% (A) vs. 32% (B)) and the 30- and90-
daysmortality rates were lower for ArmA (30-days: 4.2% vs. 24%; 90-days: 4.2% vs. 28%). No
new safety/toxicity signals were observed. In Arm A, 12 pts (38.7%) had at least one treatment
related adverse event (TRAE) with grade 3 and 1 pt (3.2%) with grade 4. No fatal TRAEs were
observed. Conclusions: Neoadjuvant / perioperative gem/cis clearly improved OS and R0 re-
section rate in pts with biliary tract cancer compared to direct surgery and was able to nearly
double mOS while not increasing the morbidity rate and even decreasing mortality rates.
Clinical trial information: NCT03673072. Research Sponsor: None.
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4009 Clinical Science Symposium

Maintenance with OSE2101 plus FOLFIRI vs FOLFIRI alone after FOLFIRINOX (FFX)
induction in patients (Pts) with advanced pancreatic ductal adenocarcinoma
(aPDAC): Primary endpoint results of a randomized TEDOPAM GERCOR D17-01
PRODIGE 63 trial.

Anthony Turpin, Emmanuel Mitry, Olivier Bouche, Yves Rinaldi, Christophe Borg, Jean-Philippe Metges, Gael Roth, Thierry Lecomte, Christophe Tournigand,
Isabelle Trouilloud, You Heng Lam, Clélia Coutzac, François Ghiringhelli, Christophe Louvet, Vincent Hautefeuille, Aurélien Lambert, Marielle Guillet, Marie-Line Garcia-
Larnicol, Julie Henriques, Cindy Neuzillet; Lille University Hospital, University of Lille, Lille, France; Medical Oncology Department, Institut Paoli-Calmettes, Marseille,
France; Department of Digestive Oncology, CHU Reims University Hospital, Reims, France; Department of Gastroenterology, Hôpital Européen, Marseille, France;
Department of Medical Oncology, University Hospital of Besançon, Besançon, France; Institute of Oncology and Hematology, CHU Brest, Morvan Hospital, ARPEGO
Network, Brest, France; Department of Hepatogastroenterology, University Hospital of Grenoble, Grenoble, France; Department of Hepatogastroenterology and Digestive
Oncology,Trousseau Hospital, Tours, France; Department of Medical Oncology, Hôpital Henri Mondor, AP-HP, UPEC, Créteil, France; Department of Medical Oncology,
Saint-Antoine Hospital, Paris, France; Department of Gastroenterology and Oncology, General Hospital, Cholet, France; Department of Medical Oncology, Centre Léon
Bérard, Lyon, France; Department of Medical Oncology, Centre Georges-François Leclerc, University of Bourgogne Franche-Comté, Dijon, France; Department of Medical
Oncology, Institut Mutualiste Montsouris, Paris, France; Department of Hepatogastroenterology and Gastrointestinal Oncology, CHU Amiens Picardie, Amiens, France;
Department of Medical Oncology, Lorraine Cancer Institute, Nancy, France; Department of Gastroenterology and Digestive Oncology, Hospices Civils de Lyon, CHU de la
Croix Rousse, Lyon, France; Multidisciplinary Group in Oncology (GERCOR), Paris, France; Methodology and Quality of Life Unit in Oncology (INSERM UMR RIGHT),
University Hospital of Besançon, Besançon, France; Department of Medical Oncology, Curie Institute, Saint Cloud, France

Background:OSE2101 is an off the shelf vaccinemade of 10 synthetic HLA-A2-restricted peptides
targeting 5 tumor associated antigens. This multicenter, randomized, non-comparative, phase II
study assessedFOLFIRI6OSE2101maintenance in aPDACPtswithout progressionafter 8 cycles of
FFX. Methods: Eligible aPDAC Pts were randomized to FOLFIRI (Arm A) or FOLFIRI + OSE2101
(ArmB: subcutaneous injection on D1, D15, Q4W/6 doses then Q8W toM12 then Q12W up toM24).
Stratification factors: tumor stage (locally advanced vs metastatic), best response to FFX (partial
or complete response [CR, PR] vs stable disease [SD]), and center. Primary endpoint: overall
survival (OS) rate atM12 in evaluable Pts (M12-OS; Fleming 2-stage design, H0: 25%;H1: 50%, 1-
sided alpha: 2.5%, power: 90%); secondary endpoints: progression-free survival (PFS; RECIST
v1.1), best response, duration of disease control (DDC), and safety. Results: 107 Pts (ITT) were
randomized (53/ArmA, 54/ArmB) between04/2021 and 05/2023.Median age 64 years (range:37-
81), 53%men, 69%hadmetastases, 36%/64%had PR/SD to prior FFX. No evidence of imbalance
in Pt characteristicswas observedbetween arms.Mediannumber of OSE2101 injectionswas 7.5 (1-
14). Median treatment duration of FOLFIRI was 5.4 months in both arms. At data cut-off (Dec 9,
2024), median follow-up was 21.4 months with 101 evaluable Pts for M12-OS (49/Arm A, 52/Arm
B; 4 consent withdrawals, 1 Pt’s decision, 1 treatment interruption .4 weeks). Number of death
events (n/%) was 19/35.8% in Arm A and 18/33.3% in Arm B. M12-OS (95%CI) was 61% (46.2%-
74.8%) in Arm A and 65% (50.9%-78.0%) in Arm B. Median (95%CI) OS and PFS (ITT) were
17.3 months (10.6–23.2) and 8.2 months (5.3–11.6) in Arm A, and 15.5 months (12.4–19.3) and
7.8 months (5.4–10.6) in Arm B. Other secondary endpoints are described in Table. Among 33 Pts
with SD to prior FFX in Arm B, 6 (18%) had CR/PR (1/5) when adding OSE2101 to FOLFIRI vs 5 (no
CR) among 35 Pts in Arm A. In the safety population, 7 SAEs/6 Pts (12%) in Arm A and 22 SAEs/14
Pts (26%) in Arm B were reported. No unexpected SAEs were observed with OSE2101 except 1
inappropriate administration, and no evidence of increased toxicity of FOLFIRI with OSE2101.
Conclusions: TEDOPAMmet its primary objective withminimal toxicity and positive outcomes of
adding OSE2101 cancer vaccine to maintenance FOLFIRI, albeit mitigated by unexpectedly favor-
able OS in the control arm. Two complete responses were observedwhen adding OSE2101. Further
follow-up is ongoingand translational analysis planned. Clinical trial information:NCT03806309.
Research Sponsor: OSE Immunotherapeutics.

ITT
Arm A
N=53

Arm B
N=54

Best response, n (%)
CR 0 (0.0) 2 (3.7)
PR 12 (22.6) 10 (18.5)
SD 28 (52.8) 34 (63.0)
Progressive disease (PD) 8 (15.1) 8 (14.8)
Missing 5 (9.5) 0 (0.0)
DC rate, n (%) 40 (75.5) 46 (85.2)
DDC (95% Cl) 8.8 (6.2-12.9) 9.8 (6.8-14.8)
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4010 Clinical Science Symposium

Efficacy and safety of cafelkibart (LM-108), an anti-CCR8 monoclonal antibody, in
combination with anti-PD-1 therapy in patients with pancreatic cancer: Results
from phase 1/2 studies.

Jifang Gong, Chang Liu, Liang Liu, Jun Yao, Yiping Mou, Jing Dai, Youshan Chen, Xiuli Yang, Mihitha Hashara Ariyapperuma, Yiping Zhang, Junli Xue, Jermaine Coward,
Yun Zhou, Yinghua Ji, Qingshan Li, Rusen Zhao, Zhizhen Zhu, Ben Markman, Haoyuan Li, Lin Shen; Key Laboratory of Carcinogenesis and Translational Research (Ministry
of Education/Beijing), Department of Early Drug Development Center, Peking University Cancer Hospital and Institute, Beijing, China; Beijing Cancer Hospital, Beijing, China;
Department of Pancreatic Surgery, Zhongshan Hospital, Fudan University, Shanghai, China; Oncology department, The First Affiliated Hospital of Henan University of
Science and Technology, Luoyang, Henan, China; Zhejiang Province People’s Hospital, Hangzhou, China; Gastrointestional Oncology (Chemoradiotherapy) Department,
Zhongnan Hospital of Wuhan University, Wuhan, China; Heze Municipal Hospital, Heze, China; Nanyang Medical College First Affiliated Hospital, Nanyang, China; One
Clinical Research, Perth, Australia; Department of Thoracic Oncology, Zhejiang Cancer Hospital, Hangzhou, China; Shanghai East Hospital, Shanghai, China; ICON Cancer
Care, Brisbane, Australia; Xuzhou Central Hospital, Xuzhou, China; The First Affiliated Hospital of Xinxiang Medical University, Xinxiang, China; Chengde Medical College
Affiliated Hospital, Chengde, China; Department of Medical Oncology, Zibo Municipal Hospital, Zibo, China; Linyi Cancer Hospital, Linyi, China; The Alfred, Melbourne, VIC,
Australia; LaNovaMedicines Limited, Shanghai, China; Department of Gastrointestinal Oncology, Key Laboratory of Carcinogenesis and Translational Research (Ministry of
Education), Peking University Cancer Hospital & Institute, Beijing, China

Background: Targeting tumor-infiltrating Tregs presents a promising strategy to overcome
resistance to immunotherapy in cancer treatment. LM-108 is a novel Fc-optimized anti-CCR8
monoclonal antibody designed to selectively deplete tumor-infiltrating Tregs while sparing
peripheral Tregs. This pooled analysis of two phase 1/2 trials assesses the efficacy and safety of
LM-108 in combination with anti-PD-1 therapy in patients with pancreatic cancer. Methods:
Eligible patients (pts) with pancreatic cancer who had progressed on or after at least one prior
line of systemic therapywere included. Treatment regimens included LM-108 at doses of 3mg/
kg Q3W, 3 mg/kg Q2W, 10 mg/kg Q3W, or 10 mg/kg Q2W, in combination with pembrolizumab
(400 mg Q6W) or toripalimab (240 mg Q3W). The primary endpoint was ORR. Secondary
endpoints were DCR, PFS, OS, DoR, safety, and biomarkers analysis. Data cutoff: December 2,
2024. Results: A total of 80 pts (median age: 63 years; 58.8% male) from China and Australia
were treated. Of these, 48ptshadprogressedonor after 1 prior line of therapy, and 32pts had$2
lines. Eighteen pts (22.5%) had prior anti-PD-1 therapy, and 52 pts (65.0%) had liver metas-
tases at baseline. TRAEs were reported in 76 pts (95.0%). Common TRAEs ($25%) included
increased AST, increased ALT, anemia, rash, pyrexia, decreased platelet count and increased
conjugated bilirubin. Grade $3 TRAEs occurred in 42 pts (52.5%), the most common events
($5%) were lipase elevation (7.5%), increased ALT (6.3%), increased AST (5.0%), immune-
mediated enterocolitis (5.0%), hypokalemia (5.0%), and rash (5.0%). Median follow-up was
10.48 months (95% CI 7.20-12.65). Among 74 efficacy-evaluable pts, ORR was 20.3% (95% CI
11.8-31.2%) and DCR was 62.2% (95% CI 50.1-73.2%). Median DoR was 5.49 months (95% CI
3.02-8.87), PFS was 3.12 months (95% CI 1.61-4.86), and OS was 10.02 months (95% CI 6.41-
13.11). Among 45 pts who had progressed on or after one prior line of therapy, ORR was 24.4%
(95% CI 12.9-39.5%) and DCR was 71.1% (95% CI 55.7-83.6%), with a median DoR of
6.93 months (95% CI 3.02-NA), PFS of 4.86 months (95% CI 2.79-6.90), and OS not reached.
The 12-month OS rate was 51.6% (95% CI 31.4-68.5%). Among these, 9 pts with high CCR8
expression (7 with baseline liver metastases) showed ORR of 33.3% (95% CI 7.5-70.1%) and
DCR of 77.8% (95% CI 40.0-97.2%). Median PFS was 6.90 months (95% CI 1.22-NA), and OS
was 9.15 months (95% CI 3.61-NA). Conclusions: LM-108 in combination with anti-PD-1
therapy demonstrated encouraging antitumor activity and a manageable safety profile in
patients with pancreatic cancer who had progressed on or after prior systemic therapies. These
findings support further investigation of LM-108 in combination with anti-PD-1 therapy as a
potential treatment option for pancreatic cancer. Clinical trial information: NCT05199753;
NCT05518045. Research Sponsor: LaNova Medicines Limited.
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NeoPancONE: GATA6 expression as a predictor of benefit to peri-operativemodified
FOLFIRINOX in resectable pancreatic adenocarcinoma (r-PDAC): A multicentre
phase II study.

Ronan Andrew McLaughlin, Derek J. Jonker, Paul Jack Karanicolas, Yoo-Joung Ko, Stephen Welch, Daniel John Renouf, Kimberly Bertens, Carol-Anne Moulton,
Michael J. Raphael, Shiva Jayaraman, Xiang Y. Ye, Amy Zhang, Tae Kim, Korosh Khalili, Kai Duan, Sandra Fischer, Grainne M. O’Kane, Anna Dodd, Steven Gallinger,
Jennifer J. Knox; Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre – University Health Network, University of Toronto, Toronto, ON, Canada;
The Ottawa Hospital Cancer Centre, Ottawa, ON, Canada; Odette Cancer Centre, Sunnybrook Health Sciences Centre, Toronto, ON, Canada; St. Michael’s Hospital, Unity
Health Toronto, Toronto, ON, Canada; London Regional Cancer Program, London, ON, Canada; BC Cancer, Vancouver, BC, Canada; The Ottawa Hospital Research Institute,
Ottawa, ON, Canada; Hepatobiliary/Pancreatic Surgical Oncology Program, University Health Network, Toronto, ON, Canada; Sunnybrook Health Sciences Centre, Odette
Cancer Centre, Toronto, ON, Canada; Unity Health, Toronto, ON, Canada; Department of Biostatistics, Princess Margaret Cancer Centre, Toronto, ON, Canada; PanCuRx
Translational Research Initiative, Ontario Institute for Cancer Research, Toronto, ON, Canada; University Health Network, Toronto, ON, Canada; Department of Medical
Imaging, University of Toronto, Toronto, ON, Canada; Laboratory Medicine Program, Toronto General Hospital, University Health Network, University of Toronto, Toronto,
ON, Canada; Wallace McCain Center for Pancreatic Cancer, Princess Margaret Cancer Center, University Health Network, Toronto, ON, Canada; Ontario Institute for Cancer
Research, Toronto, ON, Canada; Princess Margaret Cancer Centre, University Health Network & University of Toronto, Toronto, ON, Canada

Background:Modified FOLFIRINOX (mFFX) is increasingly used in the perioperative setting in
r-PDAC and patients (pts) would benefit from a biomarker approach. GATA6 expression
enriches for the classical RNA subtype, associated with improved OS in advanced PDAC. Low
expression identifies the basal subtype which may predict mFFX resistance. NeoPancONE is a
single arm Phase II multicentre study evaluating clinical outcomes and investigating GATA6
as a biomarker of response to perioperative mFFX in r-PDAC. Methods: Pts were enrolled
following central radiology review (CRR) and underwent an EUS FNB for GATA6 in-situ
hybridization (ISH). Six cycles of mFFX were planned pre and postoperatively. The primary
endpoint was 1 yr event-free survival (EFS) according to GATA6 ISH (high vs low). Secondary
endpoints include OS, RECIST response, SAEs, R0 resection rates and RNA subtyping by PurIST.
Statistical assumptions used a ratio of 3:1 GATA6 high:low, with a 1 yr EFS of 65% for high and
34% for low (HR 2.5, 80% power, 2 sided alpha 0.05). KMmethod and log-rank test were used.
Results: Between Sep-2020– Sep 2023, 146 pts were screened and 84 enrolled (58%) at 8
Canadian centres. CRR deemed 39 (27%) ineligible. Clinical data are summarized (Table).
GATA6 ISH was analysed in 74 (88%); 62 (84%) were high, 16% low. At a median follow up
of 24.5mos, themed EFS andOS in the ITTwere 16.1mos (95 CI; 13-21) and 34.2mos (95 CI; 28-
NE). Med OS in the 73 pts who underwent surgery was 35.6mos (95 CI 33-NE). The 1 yr EFS was
71% inGATA6highvs58% inGATA6 lowp=0.53. 1 yrOSwas87% inhighvs 75%for lowp=0.29.
The proportion progressing within 6 mos of enrollment in the GATA6 low group was signif-
icantly higher (42% vs 12% p=0.02). PuriST subtyping was reported in 49 (67%) resections;
14% basal, 86% classical. The 1 yr EFS was 79% in classical vs 43% in the basal subtype p=0.1.
The 1 yr OS was 95% in classical vs 57% in basal p=0.034. Conclusions: This is one of the first
trials in r-PDAC to identify potential biomarkers to predict perioperative mFFX response.
GATA6 by ISH can be assessed on baseline tissue. GATA6 high is a prognostic biomarker,
although NS, trends towards improved EFS and an encouraging OS. Disease progression within
6 months of enrollment occurs in nearly 50% of patients with low GATA6 expression. Neo-
adjuvant mFFX should not be the standard of care in these patients. Basal/Classical subtyping
had stronger prognostic value than GATA6 and should be considered at baseline EUS FNB for
future perioperative strategies in r-PDAC studies. Clinical trial information: NCT04472910.
Research Sponsor: Princess Margaret Cancer Foundation UHN; Pancreatic Cancer Canada.

Characteristic n=84

Age med. (range) yrs 64 (44, 83)
Baseline EUS FNB tissue n (%) 83 (98)
Pre-op completed 6 cycles n (%) 62 (74)
Pre-op RECIST CR/PR/SD/PD/NE % 1/18/64/11/6
Surgery Completed Y/N n (%) / R0 / R1 n (%) 73 (87) / 11(13) / 62 (85) / 11 (15)
Adjuvant Chemotherapy Y / N n (%) 63 (86) / 10 (14)
mFFX associated SAE ‡G3 n (%) 13 (15)
Pre-op mFFX related deaths 3 (4)

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY

http://www.clinicaltrials.gov/ct2/show/NCT04472910


LBA4012 Rapid Oral Abstract Session

Disitamab vedotin (DV) plus toripalimab (Tor) and chemotherapy (C)/trastuzumab
(Tra) as first-line (1L) treatment of patients (pts) with HER2-expressing locally
advanced or metastatic (la/m) gastric cancer.

Lin Shen, Zhi Peng, Changzheng Li, Linzhi Lu, Xiang Wang, Jun Zhang, Yanqiao Zhang, Ting Deng, Meili Sun, Dongyan Cai, Yin Jin, Hong Zong, Feng Ye, Huiting Xu,
Mingjun Zhang, Jianzhi Liu, Dan Feng, Jianmin Fang; Beijing Cancer Hospital, Beijing, China; Peking University Cancer Hospital & Institute, Beijing, China; Shandong Cancer
Hospital, Jinan, China; Department of Gastroenterology, Gansu Wuwei Tumour Hospital, Wuwei, China; Xuzhou Central Hospital, Xuzhou, China; Rui Jin Hospital, Shanghai
Jiaotong University School of Medicine, Shanghai, China; Harbin Medical University Cancer Hospital, Harbin, China; Tianjin Cancer Hospital, Tianjin, China; Jinan Central
Hospital, Jinan, China; Affiliated Hospital of Jiangnan University, Wuxi, China; The First Affliated Hospital of Wenzhou Medical University, Wenzhou, China; The First
Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of Medical Oncology, The First Affiliated Hospital of Xiamen University, Xiamen, China; Hubei
Cancer Hospital, Wuhan, China; The Second Affiliated Hospital of Anhui Medical University, Hefei, China; RemeGen Co., Ltd., Yantai, China; School of Life Science and
Technology, Tongji Univesity, Shanghai, China

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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4013 Rapid Oral Abstract Session

Long-term outcomes and overall survival (OS) for zanidatamab + chemotherapy in
HER2-positive (HER2+) advanced ormetastatic gastroesophageal adenocarcinoma
(mGEA): 4-year follow-up of a phase 2 trial.

Elena Elimova, Jaffer A. Ajani, Howard A. Burris III, Crystal S. Denlinger, Syma Iqbal, Yoon-Koo Kang, Jwa Hoon Kim, Keun-Wook Lee, Bruce Lin, Rutika Mehta, Do-Youn Oh,
Sun Young Rha, Chengzhi Xie, Diana Shpektor, Phillip M. Garfin, Geoffrey Yuyat Ku; Princess Margaret Cancer Centre, Toronto, ON, Canada; The University of Texas MD
Anderson Cancer Center, Houston, TX; Sarah Cannon Research Institute, Nashville, TN; Fox Chase Cancer Center, Philadelphia, PA; University of Southern California, Los
Angeles, CA; Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Korea University College of Medicine, Korea University Anam Hospital,
Seoul, South Korea; Seoul National University Bundang Hospital, Seoul National University College of Medicine, Seongnam, South Korea; Virginia Mason Medical Center,
Seattle, WA; Weill Cornell Medicine/NewYork-Presbyterian Hospital, New York, NY; Seoul National University Bundang Hospital, Seoul National University College of
Medicine, Seoul, South Korea; Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Jazz Pharmaceuticals, Philadelphia, PA; Jazz
Pharmaceuticals, Palo Alto, CA; Memorial Sloan Kettering Cancer Center, New York, NY

Background: Zanidatamab (zani), a dual HER2-targeted bispecific antibody, plus chemother-
apy (chemo) has previously demonstrated antitumor activity and amanageable safety profile in
the first-line (1L) treatment of patients (pts) with HER2+ mGEA. Here, we report a 4-year
follow-up and the first report of both median OS and translational data from this phase 2 trial.
Methods: The phase 2 trial (NCT03929666) evaluated zani + chemo (mFOLFOX6, CAPOX, or
FP) in the 1L treatment ofmGEA. InPart 1, pts hadHER2-expressing (IHC 3+or 2+)mGEA. Pts in
Part 2 had HER2+ (IHC 3+ or IHC 2+/FISH+) mGEA by central assessment. After 25 pts were
treated, antidiarrheal prophylaxis was added for cycle 1. The primary endpoint was confirmed
objective response rate (cORR). Secondary endpoints included duration of response (DoR),
progression-free survival (PFS), OS, and safety outcomes. Plasma ctDNA samples were col-
lected for NGS testing (Guardant360).Results: In total, 46 ptswere enrolled (zani +mFOLFOX6
[n = 24], CAPOX [n = 20], or FP [n = 2]). The majority (41 [89%]) of pts had HER2+ mGEA by
central confirmation (ccHER2+); 35 (76%) pts had gastric/GEJ cancer. As of July 28, 2024, the
median (range) follow-upwas 48 (29-59)mo; 8 pts (17%)were on zani treatment and 19 (41%)
in survival follow-up. Efficacy results are shown in the Table. The median OS was 36.5 mo;
longest survival time was 57.9 mo (censored without death at data cutoff). The concordance
between HER2 gene amplification by centrally assessed ISH vs plasma ctDNAwas 90% (18/20).
Of 14 ptswithmatched plasma samples at baseline andon-treatment (Cycle 2, day 15), 8 had a.
90%decrease in total ctDNA levels and 2 had a decrease in HER2 copy number. Common (. 5%
of pts) grade 3 or 4 treatment-related AEs (TRAEs) were diarrhea (n = 18 [39%]), hypokalemia
(n = 10 [22%]), vomiting (n = 4 [9%]), and nausea (n = 3 [7%]). Grade 3 or 4 diarrhea incidence
was reduced from 52% to 24% after prophylaxis implementation. No deaths occurred due to
TRAEs. Conclusions: After a median 4-year follow-up, zani + chemo demonstrated clinically
meaningful efficacy in the 1L treatment of HER2+mGEA, with durable responses and amedian
OS . 3 years, and a manageable safety profile. Zani + chemo markedly reduced total plasma
ctDNA levels early in treatment of mGEA. Clinical trial information: NCT03929666. Research
Sponsor: Jazz Pharmaceuticals.

All pts
(N = 46)

ccHER2+ GEA pts
(n = 41)

cORRa, n (% [95% CI]) 32 (76.2 [60.5, 87.9]) 31 (83.8 [68.0, 93.8])
Median DoRb (95% CI), mo
24-mo DoR, % (95% CI)

18.7 (10.4, 44.1)
40 (22, 58)

20.4 (8.3, 44.1)
41 (22, 59)

Median PFS (95% CI), mo 12.5 (8.2, 21.8) 15.2 (9.5, 33.4)
Median OS (95% CI), mo 36.5 (23.6, NE) 36.5 (23.6, NE)
24-mo OS, % (95% CI)
36-mo OS, % (95% CI)

65 (49, 77)
53 (37, 67)

67 (49, 79)
53 (36, 67)

TRAEs, n (%)
Any 46 (100) 41 (100)

Grade 3 or 4 30 (65) 26 (63)
aResponse evaluable (n = 42 and 37).
bComplete or partial response. NE, non-estimable.
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Recurrence patterns in the prospective, randomized, controlled, multicenter phase
III ESOPEC trial comparing perioperative chemotherapy with preoperative che-
moradiotherapy in patients with esophageal adenocarcinoma.

Jens Hoeppner, Claudia Schmoor, Fabian Nimczewski, Zsolt Madarasz, Patrick Sven Plum, Thomas B. Brunner, Florian Lordick, ESOPEC Study Group; University of
Bielefeld, University Medical Center OWL, Campus Hospital Lippe, Bielefeld, Germany; Clinical Trials Unit Freiburg, Medical Center, University of Freiburg, Freiburg,
Germany; Bielefeld University, University Medical Center OWL, Campus Hospital Lippe, Detmold, Germany; University Leipzig, Department of Surgery, Leipzig, Germany;
Medical University of Graz, Graz, Austria; Department of Medicine and University Cancer Center Leipzig, University of Leipzig Medical Center, Leipzig, Germany

Background: The ESOPEC trial (NCT02509286) showed that perioperative chemotherapy
improved overall and progression free survival in pts with esophageal adenocarcinoma
(EAC) compared with preoperative chemoradiotherapy. Understanding of the pattern of re-
currence is important for the development of more effective future treatment strategies.
Methods: Pts with cT1 cN+ cM0 or cT2-4a cNany cM0 EAC undergoing preoperative chemo-
therapy with FLOT (5-FU/leucovorin/oxaliplatin/docetaxel) or preoperative chemoradiother-
apy with CROSS (41.4Gy/carboplatin/paclitaxel) plus tumor resection from the ESOPEC trial
were eligible. Recurrence-free survival (RFS), distant metastasis-free survival (DMFS), and
patterns of local, regional and distant recurrence were analyzed. Treatment groups were
compared with respect to sites of recurrence by calculating 3-year cumulative incidences
considering competing events, and by Cox regression models for event-specific hazards
stratified by trial center and including treatment assignment (FLOT vs CROSS), cN stage
(cN0 vs cN+), and age as covariates. Event-specific hazard ratios (HR) with two-sided 95%
confidence intervals (CI) and p-values are presented. Results: Of the 438 pts enrolled in
ESOPEC, 192 of 221 (86.9%) in the FLOT group and 179 of 217 (82.5%) in the CROSS group
underwent tumor resection and represent the population for this analysis. R0 resection was
achieved in 354 pts (182 (94.8%) FLOT; 172 (96.1%) CROSS). 142 (74.0%) pts in FLOT received
postoperative chemotherapy. After a median follow-up of 56 months 178 pts had disease
recurrence (81 FLOT; 97 CROSS), and 28 pts died without recurrence (12 FLOT; 16 CROSS). The
3-year RFS ratewas 54.5% inFLOTvs 39.0% inCROSS (HR for recurrence or death 0.67; 95%CI,
0.51 - 0.89, p = 0.005). The 3-year DMFS rate was 57.6% in FLOT vs 41.0% in CROSS (HR for
distant recurrence or death 0.64; 95% CI, 0.48 – 0.85, p = 0.002). Conclusions: Perioperative
chemotherapy with FLOT improves RFS and DMFS compared to preoperative chemoradio-
therapy with CROSS in EAC. The prognosis of pts is determined by distant recurrence, which is
less common after FLOT than CROSS. Clinical trial information: NCT02509286. Research
Sponsor: German Research Foundation (DFG); 264590883.

Treatment group comparisons regarding site of recurrence.

Site of recurrence

FLOT
N=192

CROSS
N=179 FLOT vs CROSS

N (%)* N (%)*
HR

(for recurrence) 95% CI P-value

Locoregional 39 (20.2) 32 (17.4) 1.00 0.62 – 1.61 0.99
Local 19 (9.5) 15 (8.1) 1.03 0.51 – 2.06 0.94
Regional 29 (15.1) 27 (14.5) 0.89 0.52 – 1.52 0.68
Distant 64 (31.5) 89 (47.2) 0.59 0.43 – 0.82 0.002
Distant lymphatic 21 (9.3) 31 (15.6) 0.60 0.34 – 1.05 0.074
Hematogenous 33 (17.2) 48 (26.1) 0.59 0.37 – 0.92 0.021
Pleural/Peritoneal 24 (12.0) 31 (16.4) 0.63 0.36 – 1.09 0.10

*% calculated as 3-year cumulative incidence.
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Decoding the response and resistant features to the Claudin18.2-specific CAR-T
cell CT041 in gastric cancer: A multi-omics exploratory biomarker analysis of the
phase 1 clinical trial.

Haoxin Peng, Yang Chen, Dan Liu, Chang Liu, Xiotian Zhang, Jifang Gong, Changsong Qi, Lin Shen; Department of Gastrointestinal Oncology, Peking University Cancer
Hospital & Institute, Beijing, China; Beijing Cancer Hospital, Beijing, China; Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing),
Department of Early Drug Development Center, Peking University Cancer Hospital and Institute, Beijing, China; Key Laboratory of Carcinogenesis and Translational
Research (Ministry of Education/Beijing), Department of Early Drug Development Center, Peking University Cancer Hospital and Institute, HaiDian District, Beijing, China;
Department of Gastrointestinal Oncology, Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education), Peking University Cancer Hospital &
Institute, Beijing, China

Background: CT041, a Claudin18.2-specific CAR-T cell therapy against gastric cancer (GC), has
demonstrated encouraging efficacy and a manageable safety performance. However, the
characteristics of response and resistance to CT041 therapy remain unclear. Methods: An
exploratory biomarker analysis of the phase 1 CT041-CG4006 clinical trial (NCT03874897)
was conducted. Baseline samples were collected from primary tumors (PT), and dynamic
samples were collected from peripheral blood and malignant ascites at day 0, 3, and 7 of 35
patients. These samples underwent single-cell RNA sequencing (n = 41), spatial transcrip-
tomics (ST, n = 8 for Visium V2 and n = 5 for Xenium 5K), and multiplex immunofluorescence
detection (n = 28). Results: In the responders, significantly higher GZMK+CD8+ T-lymphocyte
infiltrates, which were in a progenitor-like exhausted (Tpex) state, were identified within PT.
MoreGZMK+Tpex infiltration also correlatedwith better prognosis (high vs. low: progression-
free survival 9.98 vs. 5.45 months, P = 0.020; overall survival 18.03 vs. 8.03 months, P = 0.038),
manifesting superior potential as a predictor of CT041 response (AUC 0.87, 95%CI 0.72-1.00).
Moreover, strong and positive associations between GZMK+ Tpex and IRF8+ B-lymphocytes
were discovered. ST detection further uncovered that they tended to co-localize within tertiary
lymphoid structures and intimately interacted via the MHC-I and CCL5-CXCR4 pathways. In
cases resistant to CT041, significantly higher infiltrates of IQGAP3+ cancer cells, a subset
characterized by augmented proliferative activity, were discovered.While IQGAP3+ cancer cells
hindered the infiltration of GZMK+ Tpex, they exhibited a co-infiltrated pattern with IL6+
fibroblasts, wherein enhanced epithelial-to-mesenchymal transition pathway activity was
noted. Through dynamically parsing the blood and ascites samples, an initial activated and
subsequent exhausted state of GZMK+ cytotoxic T-lymphocyte was observed after the infusion
of CT041. Additionally, significant up-regulation of NR4A1, a crucial regulator of Tpex, and
CCR9, a key homingmolecule to the gastrointestinalmucosa, of peripheral T-lymphocytes was
detected in responsive cases. Conclusions: This exploratory analysis first unveiled the bi-
ological underpinnings and clinical implications of GZMK+ Tpex in determining response and
resistance to the Claudin18.2-specific CAR-T therapy. Research Sponsor: Integrated Project of
Major Research Plans of the National Natural Science Foundation of China; Joint Fund for
Regional Innovation and Development of the National Natural Science Foundation of China.
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Cosiporfin sodium (DVDMS)-mediated photodynamic therapy (PDT) versus treat-
ment of physician’s choice (TPC) in patients (pts) with advanced esophageal cancer
(aEC): A phase III, randomized, open-label, multicenter trial.

Jun Zhou, Shegan Gao, Ligang Xing, Junsheng Wang, Yongqian Shu, Lixin Wan, Lin Cui, Biguang Tuo, Bing Xia, Yongshun Chen, Ting Deng, Yingjuan Zheng, Deliang Liu,
Shengmian Li, Yong Gao, Libo Li, Guoliang Xu, Zhihao Lu, Qingting Song, Lin Shen, Authors’ Group; Peking University Cancer Hospital & Institute, Beijing, China; The First
Affiliated Hospital of Henan University of Science and Technology, Luoyang, China; Shandong Cancer Hospital and Institute, The Affiliated Cancer Hospital of Shandong
First Medical University, Jinan, China; Anyang Cancer Hospital, Anyang, Henan, China; Jiangsu Province Hospital, Nanjing, China; Nanyang Central Hospital, Nanyang,
China; Taizhou Second People’s Hospital, Taizhou, China; Affiliated Hospital of Zunyi Medical University, Zunyi, China; Hangzhou Cancer Hospital, Hangzhou, China;
Renmin Hospital of Wuhan University, Wuhan, China; Tianjin Medical University Cancer Institiute and Hospital, Tianjin, China; First Affiliated Hospital of Zhengzhou
University, Zhengzhou, China; The Second Xiangya Hospital of Central South University, Changsha, China; The Fourth Hospital of Hebei Medical University, Shijiazhuang,
China; Shanghai East Hospital, School of Medicine, Tongji University, Shanghai, China; Southern Medical University Hospital of Integrated Traditional Chinese and Western
Medicine, Zhuhai, China; Sun Yat-sen University Cancer Center, Guangzhou, China; Shanghai Guangsheng Pharmaceutical Co., Ltd, Shanghai, China

Background: Challenges persist in the treatment of aEC, particularly for pts with esophageal
stenosis and dysphagia, conditions that deteriorate the nutrition status and hinder anti-tumor
therapies, leading to dismal prognosis. Building on the promising anti-tumor activity and
improvement in dysphagia in a phase II single-arm trial, the phase III DYNA-Esophagus03 trial
assessed DVDMS, a novel photosensitizer, -mediated PDT in aEC, comparing to TPC.Methods:
Ptswith local recurrence ormetastasis EC andStoller dysphagia grade$2, stratified by previous
treatment lines (1st vs 2nd-line), were randomized 2:1 to DVDMS-mediated PDT (PDT delivered
24 hours after 0.2 mg/kg DVDMS injection at a light dose of 102 J/cm² and wavelength of
63065 nm) or TPC. The primary endpoint was esophageal stenosis overall response rate (es-
ORR) assessed by endoscopy at 28 days. A sample size of 186 pts achieved a 90%power to detect
an es-ORR increase from 10% to 35% at a 1-side 2.5% level, considering a 30% drop-off rate.
Results: As of November 11, 2024, 186 pts were randomly assigned (124 DVDMS-PDT group/62
TPC group). The baseline characteristics were: mean age 67.6 6 8.7 years, 32.3% distant
metastasis, 52.2% grade 3 dysphagia, and 1.1% grade 4. The es-ORR was 51.6% with
DVDMS-PDT vs 8.1% with TPC at day 28 (P , 0.0001). At a median follow-up of 8.9 months
(mos), themedian progression-free survival was 2.8 vs 2.2mos (HR = 0.61, 95%CI 0.40-0.93; P
= 0.0244), respectively. Time to progressionwas 5.9 vs 3.9mos (HR=0.45, 95%CI: 0.25-0.82, P
= 0.0056). Median overall survival (OS) was 7.0 vs 6.4 mos (HR = 0.88, 95%CI 0.59-1.32; P =
0.5169), respectively. Considering the high cross-over rate (45.2%), the rank preserving
structural failure time-adjusted median OS was 7.0 vs 4.7 mos (HR = 0.64, 95%CI 0.42-
0.97; P = 0.0223). The improvement of dysphagia and quality of life are detailed in the Table.
Phototoxicity was negative in 64.9%pts in DVDMS-PDT group on day 7, increasing to 91.4%by
day 28. Grade $3 treatment-emergent adverse events occurred in 38.2% of the DVDMS-PDT
group and 49.2% of the TPC group. Six deaths were due to treatment-related adverse events
(4.9%) were reported in the DVDMS-PDT group and 5 (8.5%) in the TPC group. Conclusions:
DVDMS-PDT significantly improved esophageal stenosis and dysphagia compared to the
treatment of physician’s choice in pts with aEC, with prolonged PFS and TTP, potential better
OS and amanageable safety profile. Clinical trial information: CTR20221271. Research Sponsor:
None.

DVDMS-PDT (n=124) TPC (n=62)

Reduction at least 1 grade in Stooler’s
score in 6 mons, %

47.8% 8.6% (P,0.0001)

Change in EORTC QLQ-C30 total score -26.7 6 2.5 -39.8 6 4.3
Change in dysphagia score 16.0 6 2.6 24.6 6 4.3
Change in eating score 16.9 6 2.4 30.6 6 4.1

Values are least-squares mean 6 standard error unless otherwise noted.
Symptom scores were assessed using EORTC QLQ-OES18.
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Claudin18.2 (CLDN18.2) expression and efficacy in pancreatic ductal adenocar-
cinoma (PDAC): Results from a phase I dose expansion cohort evaluating IBI343.

Xianjun Yu, Jieer Ying, Li Enxiao, Aiping Zhou, Yuping Sun, Jinbo Yue, Jian Ruan, Jian Zhang, Lin Shen, Juan Du, Andrea Tazbirkova, Jia Liu, Yanru Qin,
Michelle FrancesMorris, Zhihua Li, Meili Sun, Yueyin Pan, Jun Zhang, Yingmei Guo, Hui Zhou; Department of Pancreatic Surgery, Fudan University Shanghai Cancer Center,
Shanghai, China; Zhejiang Cancer Hospital, Hangzhou, China; Internal Medicine-Oncology Department, The First Affiliated Hospital of Xi’an Jiaotong University, Xi’an,
China; Tumor Hospital, Chinese Academy of Medical Sciences, Beijing, China; Phase I Clinical Trail Center, Shandong Cancer Hospital and Institute, Shandong First Medical
University and Shandong Academy of Medical Sciences, Jinan, China; Shandong Cancer Hospital, Jinan, China; Department of Medical Oncology, The First Affiliated
Hospital, Zhejiang University School of Medicine, Hangzhou, China; Department of Medical Oncology/Phase I Clinical Trial Center, Fudan University Shanghai Cancer
Center, Shanghai, China; Beijing Cancer Hospital, Beijing, China; Department of Oncology, Nanjing Drum Tower Hospital, Affiliated Hospital of Medical School, Nanjing
University, Nanjing, China; Pindara Private Hospital /Ramsay Health, Gold Coast, QLD, Australia; The Kinghorn Cancer Centre, St. Vincent’s Hospital, Darlinghurst, NSW,
Australia; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, Henan, China; Sunshine Coast University Private Hospital, Birtinya, Australia; Internal Medicine-
Oncology Department, Sun Yat-sen Memorial Hospital, Guangzhou, China; Central Hospital Affiliated to Shandong First Medical University, Jinan, China; Anhui Provincial
Hospital, Hefei, Anhui, China; Ruijin Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Innovent Biologics, Suzhou, China; Innovent Biologics
(Suzhou) Co., Ltd., Suzhou, China

Background: CLDN18.2 is highly expressed in nearly 60% of PDAC cases. Yet to date, there are
no approved targeted therapies and prognoses for these patients (pts) remain poor. IBI343,
consisting of an anti-CLDN18.2 Fc silenced monoclonal antibody and the topoisomerase I
inhibitor, exatecan, is the first CLDN18.2 antibody-drug conjugate to have shown encouraging
efficacy in PDAC. Here, we report results from a phase 1 study (NCT05458219) in pts with PDAC
treated with IBI343 by CLDN18.2 expression status ($60% vs , 60%). Methods: Eligible pts
with advanced PDAC and moderate to high expression of CLDN18.2 (defined as immunohis-
tochemistry [IHC] membrane staining intensity $2 in $40% of tumor cells by IHC VENTANA
CLDN18 [43-14A] Assay) who failed or were intolerant to standard treatment were enrolled.
IBI343 was administered every 3 weeks at multiple dose levels (1, 3, 4.5, 6, 8, and 10 mg/kg).
Endpoints included safety, objective response rate (ORR), disease control rate (DCR), duration
of response (DoR), progression-free survival (PFS) per RECIST v1.1, and overall survival (OS).
Results: As of December 27, 2024, 83 pts from China and Australia were enrolled. 44 and 12 pts
with CLDN18.2 expression$1 in$60% (+) and, 60% (-) of tumor cells, respectively, received
IBI343 at 6mg/kg in the dose expansion phase (median age, 60 and 64 years; male, 54.5% and
66.7%; received prior treatments $2L, 61.4% and 83.3%). Among all treated pts (n = 83),
treatment-emergent adverse events (TEAEs) occurred in 82 (98.8%) pts and $Grade 3 (G3)
TEAEs in 42 (50.6%) pts. TEAEs led to treatment discontinuation in 6 (7.2%) pts. NoTEAE led to
death. Most common TEAEs were anemia (66.3%, 15.7% $G3), neutrophil count decreased
(48.2%, 9.6%$G3), andWBC count decreased (47.0%, 9.6%$G3). The safety profile of IBI343
in PDAC was comparable to previous reports. Among CLDN18.2+ pts (n = 44), confirmed ORR
was 22.7% (95% CI, 11.5–37.8); DCR was 81.8% (95% CI: 67.3–91.8), median PFS was 5.4 (95%
CI, 4.1–7.4) months (mos), median OS was 8.5 (95% CI, 6.6–12.1) mos, and in 10 pts with
confirmed partial response median DOR was 6.7 (95% CI, 3.2–7.7) mos. Among CLDN18.2+ pts
who received 1 and 2 lines of prior treatment, median OS was 12.1 (95% CI, 6.6–not calculable
[NC])mos and 9.1 (95%CI, 5.1–NC)mos, respectively. Among CLDN18.2- pts (n = 12), no pt had
an objective response, DCR was 41.7% (95% CI: 15.2–72.3), median PFS was 1.4 (1.3–3.2) mos,
whichwas shorter thanwhatwas seen inCLDN18.2+pts (Adhoc analysis: nominal P, .0001;HR
= 0.198 [95% CI: 0.089-0.439]) and median OS was 6.2 (95% CI,1.4–9.0) mos. Conclusions:
IBI343waswell tolerated and continues to show encouraging efficacy in ptswith PDAC. Efficacy
benefit was most pronounced in those with CLDN18.2 expression $60%, suggesting that
CLDN18.2 can be a predictive biomarker for response to IBI343 in PDAC. The trial is enrolling
in Australia, China, and US. Clinical trial information: NCT05458219. Research Sponsor: None.
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Clinical activity of EBC-129, a first-in class, anti N256-glycosylated CEACAM5 and
CEACAM6 antibody-drug conjugate (ADC), in patients with pancreatic ductal ad-
enocarcinoma (PDAC) in a phase 1 study.

Robert William Lentz, Matthew C. H. Ng, Wei-Peng Yong, Funda Meric-Bernstam, Inderjeet Singh, Venkateshan Srirangam, Julienne Cometa, Stephanie Blanchard,
Ranjani Nellore, Kunal J. Shah, Yock-Ann Lee, Chek Shik Lim, Bong Hwa Gan, Alison Tan, Nurul Rozaini, Claudia Koh, Nur Quraishah Adanani, Joe Yeong, Veronica Diermayr;
Division of Medical Oncology, Department of Medicine, University of Colorado Anschutz School of Medicine, Aurora, CO; National Cancer Centre Singapore, Singapore,
Singapore; National University Cancer Institute Singapore, Singapore, Singapore; Department of Investigational Cancer Therapeutics (Phase I Program), The University of
Texas MD Anderson Cancer Center, Houston, TX; Experimental Drug Development Centre (EDDC), Singapore, Singapore; Experimental Drug Development Centre (EDDC),
A*STAR, Singapore, Singapore; Institute of Molecular and Cell Biology (IMCB), Agency for Science, Technology and Research (A*STAR), Singapore, Singapore;
Experimental Drug Development Centre, Singapore, Singapore

Background: Pancreatic ductal adenocarcinoma (PDAC) is an aggressive malignancy with
limited treatment options. EBC-129 is a first in class MMAE-linked ADC against N256-
glycosylated CEACAM5/6 antigen. Pre-screening data shows 73% of PDAC express surface
antigen (IHC positive cut-off $20% at 2+ or 3+) or 82% ($1% at 3+). Previously reported dose
escalation data identified 1.8 and 2.2 mg/kg every 3 weeks as the RP2Ds. Here we report pooled
safety and efficacy data of the PDAC patients enrolled in the dose escalation (DEs) and
expansion (DEx) cohorts of the phase 1 study. Methods: This study consisted of DEs and
DEx cohorts. Previously treated histologically confirmed, locally advanced or metastatic PDAC
patients with antigen expression levels of $20% at 2+ or 3+ intensity or $1% at 3+ intensity
(IHC on archival samples) were enrolled. Objectives were to evaluate safety, efficacy, and PK of
EBC-129, administered every 3 weeks. Results: A total of 21 PDAC patients were enrolled (6 in
DEs and 15 in DEx). Patients received 1.8 (n = 8), 2.0 (n = 2) or 2.2 (n = 11) mg/kg EBC-129 every
3 weeks. 52%were male; mean age 63 years; median 3 (range 1-7) lines of previous treatments
with 81% prior taxane treated. At data cut-off (Jan 16th, 2025), 5 patients are continuing
treatment, 12 patients had radiological progression, 3 had clinical progression, and 1 patient
withdrew treatment. The overall response rate, disease control rate (first assessment), and
median PFS, at 1.8 mg/kg, 2.2 mg/kg and overall group, respectively, were 25.0%, 18.2% and
19.0% (unconfirmed), 87.5%, 63.6% and 71.4%, and 18, 12 and 12 weeks. 43% of patients had
any tumour shrinkage overall. Infusion related reactions (IRR) were seen in 57% of patients;
most were grade 1/2, more frequent at 2.2 mg/kg, and resolved or reduced with premedication.
Grade $3 treatment related adverse events included neutropenia (50.0% and 81.8%) and
anaemia (12.5% and 18.2%) at 1.8 and 2.2mg/kg, respectively; amylase/lipase increase, vomit-
ing, and aspartate aminotransferase increase occurred in 1 patient each. Grade #2 peripheral
neuropathy was seen in 2 patients. No drug related discontinuations occurred in this cohort. In
this cohort, selected for target antigen expression, no apparent correlation was seen between
IHC score and treatment response. Based on a cut-off of . 25% CEA decrease (either local or
central), biomarker response was seen 42.9% at 1.8 mg/kg and 36.4% at 2.2 mg/kg.
Conclusions: EBC-129 shows promising clinical activity in heavily treated PDAC patients
with a manageable tolerability profile, consistent with MMAE-based ADCs. Further evaluation
of EBC-129 in PDAC, both asmonotherapy and in combination with chemotherapy, is planned.
Clinical trial information: NCT05701527. Research Sponsor: Experimental Drug Development
Centre (EDDC).
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10-year follow up of a phase 2 clinical trial of pembrolizumab (pembro) in
microsatellite instability-high (MSI-H)/mismatch repair deficient (dMMR) advanced
solid tumors.

Katherine M. Bever, Jennifer N. Durham, Hanfei Qi, Nilofer Saba Azad, Dan Laheru, George A. Fisher Jr., Richard M Goldberg, Tim F. Greten, John L. Hays,
Anuradha Krishnamurthy, Kim Anna Reiss, Rachel E. Sanborn, Robert A. Anders, Hao Wang, Luis A Diaz Jr., Dung T. Le; Sidney Kimmel Comprehensive Cancer Center at
Johns Hopkins University, Baltimore, MD; Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, MD; Johns Hopkins Sidney Kimmel Comprehensive
Cancer Center, Medical Oncology, Baltimore, MD; The Sidney Kimmel Comprehensive Cancer Center and Bloomberg-Kimmel Institute for Cancer Immunotherapy at Johns
Hopkins, Baltimore, MD; Stanford University School of Medicine, Stanford, CA; West Virginia University, Morgantown, WV; National Cancer Institute, Bethesda, MD; The
Ohio State University, Columbus, OH; Roswell Park Comprehensive Cancer Center, Buffalo, NY; University of Pennsylvania, Philadelphia, PA; Providence Cancer Institute,
Portland, OR; Memorial Sloan Kettering Cancer Center, New York, NY

Background: Inhibitors of Programmed Cell Death Protein-1 (PD-1) have demonstrated re-
markable activity in dMMR/MSI-H cancers, leading to the first tissue agnostic FDA approval for
an oncologic indication. We report herein results of long-term follow up of KEYNOTE-016, the
first study to demonstrate pan-tumor activity of the PD-1 inhibitor pembro in dMMR/MSI-H
solid tumors.Methods: KEYNOTE-016 was amulti-center open-label phase 2 study evaluating
pembro in patients with advanced colorectal cancer (CRC) (Cohort A) or non-CRC solid tumors
(Cohort C) that were dMMR and had progressed after$1 prior line of therapy (or$2 prior lines
for CRC). Eligible patients were age $ 18, and had measurable disease per RECIST 1.1. Patients
with active CNS metastases, who were on immunosuppressive therapy, had autoimmune
disease, or were previously treated with immune checkpoint inhibitors were excluded. Patients
received pembro IV every 2 weeks until progression, intolerance, withdrawal of consent or up
to amaximumof 2 years.Results:Between 9/2013 - 9/2017, 88 patients (Cohort A: 41; Cohort C:
47) enrolled at 7 sites and received $1 dose of pembro. Tumor types enrolled on Cohort C
included endometrial (N = 15), pancreatic (N = 9), small intestinal (N = 5), gastroesophageal (N
=5), biliary (N=4), ampullary (N=4), andother (N=5).Median followup timewas49.7mos for
all patients and 99.8 mos for alive patients. Objective response rate (ORR) was 58% with 23
partial (PR) and 28 complete responses (CR). 16 patients experienced a best response of stable
disease (SD) for a disease control rate of 76%.Median PFS and OSwere 34.9mos (95%CI: 14.8-
NR) and 80.8mos (95%CI: 33.2-NR) respectively. The 3-, 5-, and 10-year OS rates were 55.1%,
53.7% and 47.4% respectively. Outcomes were similar between Cohorts A and C (see Table).
Conclusions: In summary, long term follow up of KEYNOTE-016 confirms high rates of durable
remission from pembro in patients with dMMR/MSI-H solid tumors, with several patients
remaining alive and in remission at 10+ years follow up. Responses were seen across tumor
types. Clinical trial information: NCT01876511. Research Sponsor: Swim Across America;
Merck.

Results by cohort.

Cohort A
CRC
N=41

Cohort C
non-CRC
N=47

ORR, % 56.1 59.6
PR, N (%) 11 (27) 12 (25)
CR, N (%) 12* (29) 16 (34)
SD, N (%) 10 (24) 6 (13)
PD, N (%) 5 (12) 9 (19)
NE, N (%) 3 (7) 4 (9)
PFS, median months (95% CI) 38.8 (8.1-NR) 20.5 (14.3-NR)
OS, median months (95% CI) 80.8 (33.2-NR) 86.4 (21.8-NR)
Follow up time, median months 51.2 35.9
3-year OS rate (%) 60.5 50.3
5-year OS rate (%) 57.5 50.3
10-year OS rate (%) 47.3 47.2

*Includes 3 patients with unconfirmed CR.
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Health-related quality of life (HRQOL) in the phase 3 trial of cabozantinib vs placebo
for advanced neuroendocrine tumors (NET) after progression on prior therapy
(CABINET, Alliance A021602).

Amylou C. Dueck, Briant Fruth, Susan Michelle Geyer, Tyler Zemla, Sydney Pulsipher, Fang-Shu Ou, Jared David Acoba, Ardaman Shergill, Edward M. Wolin,
Thorvardur Ragnar Halfdanarson, Bhavana Konda, Nikolaos Trikalinos, Shagufta Shaheen, Namrata Vijayvergia, Arvind Dasari, Jonathan R. Strosberg, Eileen M. O’Reilly,
Jeffrey A. Meyerhardt, Jennifer A. Chan; Alliance Statistics and Data Management Center, Mayo Clinic, Scottsdale, AZ; Alliance Statistics and Data Management Center,
Mayo Clinic, Rochester, MN; University of Hawaii Cancer Center, Honolulu, HI; Alliance Protocol Operations Office, University of Chicago, Chicago, IL; Mount Sinai Medical
Center, New York, NY; Mayo Clinic Comprehensive Cancer Center, Rochester, MN; The Ohio State University Comprehensive Cancer Center, Columbus, OH; Washington
University School of Medicine in St. Louis, Siteman Cancer Center, St. Louis, MO; Stanford Cancer Center, Stanford, CA; Fox Chase Cancer Center, Philadelphia, PA; The
University of Texas MD Anderson Cancer Center, Houston, TX; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; Memorial Sloan Kettering Cancer Center,
New York, NY; Dana-Farber Cancer Institute, Boston, MA

Background: In previously treated patients (pts) with advanced extra-pancreatic NET (epNET)
or pancreatic NET (pNET), cabozantinib (cabo) demonstrated improved progression-free
survival compared to placebo (pbo) in the CABINET trial (NCT03375320). Here we present
HRQOL data from CABINET. Methods: Pts with previously treated unresectable, locally ad-
vanced ormetastatic epNET or pNETwere randomized (2:1) in separate cohorts to receive cabo
60mg daily vs pbo. HRQOL was an exploratory endpoint measured using the EORTC QLQ-C30,
QLQ-GI.NET21, Patient Global Impression of Change (PGIC), and PRO-CTCAE questionnaires.
Optional participation was by paper surveys at baseline and every 12 weeks (wks) until disease
progression or new anticancer therapy. Mean changes from baseline were compared between
treatment arms at wk12 using general linear mixed models. Minimally important within-arm
improvements and between-arm differences were defined as 8 points on the C30 Global Health
Status (GHS)/QOL Scale. PGIC was dichotomized as improved vs unchanged/worsened and
compared using Chi-squared tests. Rates of pt-reported adverse events (AEs) by PRO-CTCAE
were baseline-adjusted and compared using Fisher’s exact tests. Results: 172 pts (113 cabo, 59
pbo) with epNET and 81 pts (53 cabo, 28 pbo) with pNET consented for survey participation. Pts
completed 524 (82%) of 640 expected surveys across baseline, wk12, andwk24. For epNET, C30
GHS/QOL was significantly improved at wk12 in pts receiving cabo (mean change 9.5, standard
error (SE) 2.2, p,0.001) but not pbo (mean change0.2, SE 3.1, p=0.95) resulting in significantly
different mean changes from baseline between arms (p = 0.02). For pNET, C30 QHS/QOL was
significantly improved atwk12 in pts receiving cabo (mean change 8.0, SE 3.0, p = 0.008) but not
pbo (mean change 6.8, SE 4.4, p = 0.12); mean changes from baseline did not statistically differ
between arms (p = 0.82). No significant differences in mean changes from baseline at wk12 in
C30 Physical, Role, Emotional, Cognitive and Social Function were observed between arms in
the epNET or pNET cohorts. In both cohorts at wk12, pts on cabo reported improved overall
status asmeasured by PGICmore often than those on pbo (epNET: 38%vs 19%, p = 0.04; pNET:
57% vs 18%, p = 0.006). Rates of pt-reported AEs were statistically significantly higher in cabo
for diarrhea (68% vs 53%), hand-foot syndrome (57% vs 26%),mouth or throat sores (47% vs
27%), and dysgeusia (67%vs 37%) [all p, 0.05]. GI.NET21 datawill be presented. Conclusions:
Although cabo is associated with pt-reported AEs consistent with its known safety profile,
global HRQOL was maintained. A higher proportion of patients receiving cabo reported im-
proved overall status. Results support cabo as a treatment option for ptswith previously treated
advanced NET that preserves patient HRQOL. Clinical trial information: NCT03375320. Re-
search Sponsor: UG1CA189823; U10CA180821; U10CA180882; Exelixis; https://
acknowledgments.alliancefound.org.
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Claudin-18.2 expression in gastro-oesophageal adenocarcinoma in a Western
population: Overlap with other biomarkers and prognostic value.

Filip Van Herpe, Frederik Deman, Mieke De Wit, Kristien Dumon, Robin Govaerts, Gertjan Rasschaert, Stephanie Romanus, Roberto Salgado, Sarah Cappuyns,
Jeroen Dekervel; Gastrointestinal Oncology Department, University Hospitals Leuven, Leuven, Belgium; ZAS Hospitals Antwerp - Department of Pathology, Antwerp,
Belgium; Department of Gastro-Intestinal Oncology University Hospitals Leuven, Leuven, Belgium; ZAS Hospitals, Antwerp, Belgium; University Hospitals Leuven -
Gastroinestinal Oncology Department, Leuven, Belgium; University Hospital Leuven (UZ Leuven), Leuven, Belgium

Background: Claudin 18.2 (CLDN18.2) is a novel biomarker for response to anti-CLDN18.2
therapy in gastroesophageal adenocarcinoma (GEA). Based on prevalence data, originating
mostly from an Asian population, 40% of GEA are CLDN18.2 positive. We currently lack
information on the cross-prevalence of CLDN18.2, HER2-status, microsatellite instability
(MSI) and PDL1 expression in a Western population of localized and metastatic GEA.
Methods: We present a single-center, retrospective study including localized and metastatic
GEA patients diagnosed between 2019-2023. Histopathology with MMR status, HER2 status
(IHC/SISH) and PDL1 CPS was obtained. CLDN18.2-positivity defined as $75% of tumor cells
showing moderate-to-strong membranous staining was determined by IHC using the VEN-
TANA CLDN18 [43-14A] RxDx Assay and underwent blind review by independent expert
pathologists. Baseline characteristics and clinical follow-up data were gathered until august
2024. Kaplan-Meier curves were constructed for overall survival (OS), progression/relapse free
survival (PFS/RFS) and survival after recurrence (SAR). Unrestricted grants/support was pro-
vided from Astellas, AMGEN and Roche diagnostics. Results: Of 405 patients with GEA, 261
presented with localized and 144 with metastatic disease. Themajority were male (71%) with a
median age of 65 years. 59% of tumors were junction tumors and 41% were gastric cancers.
dMMR was detected in 6%. HER2 positivity (cfr. TOGA criteria) was seen in 16% of cases. PDL1
CPS $1 prevalence was 58%. CLDN18.2 positivity was seen in 42% of patients. Double
CLDN18.2-HER2 and CLDN18.2-dMMR positivity was rare (5% and 3%), but strikingly in
absolute numbers, about one third of HER2 positive tumors and half of dMMR tumors were
CLDN18.2 positive. Double CLDN18.2-PDL1 $1//$5//$10 positivity was seen in 23%,15% and
9%. In patients with localized disease CLDN18.2 positivity did not affect RFS (HR: 0.99; 95%
CI(0.68-1.43); p = 0.95) and OS (HR: 0,78; 95%CI(0.52-1.16) p = 0,22) with amedian follow-up
(FU) of 42months. In the remaining 113 patients with primarymetastatic disease no difference
in terms of PFS (HR: 1.17; 95%CI(0,79-1.73); p = 0,43) or OS ( HR: 1.43; 95%CI(0,94-2.16); p =
0,1) was seen according to CLDN18.2 status with a median FU of 39 months. Median SAR in the
localized group was statistically longer in the PDL1 CPS$1 subgroup(HR: 0.51; 95%CI(0,34-
0,79); p = 0,002). SAR was not different in CLDN18.2+ and CLDN18.2- patients (HR: 1,07; 95%
CI(0,69-1.65) p = 0,77). Conclusions: We confirmed a 42% positivity rate of CLDN18.2 in a
combination of localized andmetastatic GEA in aWestern population. dMMRwas present in 6%
of cases, PDL1 CPS$1 andHER2+was seen in 58%and 16%of patients. CLDN18.2 positivity was
strikingly present inhalf dMMRandone third ofHER2+ cases. CLDN18.2 positivity did not affect
survival in localized and metastatic disease. Research Sponsor: Astellas; Amgen.
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Preliminary results of a phase 1 study of LB1908, an autologous Claudin 18.2–
targeted chimeric antigen receptor T-cell product, in patients with advanced gas-
troesophageal adenocarcinoma.

David Bing Zhen, Christos Fountzilas, Richard T. Maziarz, Emerson Yu-sheng Chen, Michael K. Gibson, Ben Oshrine, Mythili Koneru, Sahista Vahora, Christian Davis, Da Xu,
Anthony F. Shields; Fred Hutchinson Cancer Center, Seattle, WA; Roswell Park Comprehensive Cancer Center, Buffalo, NY; Oregon Health & Science University, Portland,
OR; Vanderbilt University Medical Center, Nashville, TN; Legend Biotech USA, Inc., Somerset, NJ; Department of Oncology, Karmanos Cancer Institute, Wayne State
University, Detroit, MI

Background: Claudin 18.2 (CLDN18.2) is a potential therapeutic target expressed on most
gastric, gastroesophageal, and esophageal adenocarcinomas (GC/GEJC/EC), with normal tissue
expression limited to gastric epithelium.We present preliminary results of the dose-escalation
trial of LB1908, a CLDN18.2-targeted autologous CAR-T cell product, in adults with advanced
GC/GEJC/EC.Methods:This trial is an ongoing, open-label,multicenter, first-in-human phase
1 study of LB1908 in patients with advanced GC/GEJC/EC relapsed/refractory to$1 prior line of
therapy (LOT), and with $1+ CLDN18.2 expression in $50% of tumor cells by central testing
(43-14A antibody). Amodified 3+3 design is used for dose escalationwith planned dose levels of
0.5, 1.5, and 33106 CAR+ T cells/kg. The primary objective is evaluation of safety and dose-
limiting toxicities (DLTs) with secondary objectives of antitumor activity and pharmacoki-
netics. Results: As of the data cutoff of January 4, 2025, 6 patients were dosed with LB1908 at
dose level 1 (0.53106 cells/kg). Four patients had EC and 2 had GC, all with metastatic disease.
Patients had a median of 2 prior LOTs; all had received fluoropyrimidine/platinum agents.
Bridging therapy was administered to all patients between apheresis and LB1908 infusion, and
patients received standard lymphodepletion (LD) with cyclophosphamide/fludarabine. All
patients experienced treatment-emergent adverse events (TEAEs); the most common
grade $3 TEAEs were hematologic and attributable to the LD regimen. Of grade $3 TEAEs
related to LB1908, only gastritis/gastric mucosal injury occurred in more than 1 patient (n = 3),
including 1 DLT. After implementation of toxicity management guidelines using prophylactic
enteral beclomethasone and early systemic steroids, no patients experienced prolonged
grade $3 upper GI AEs. CRS occurred in all patients, with no grade $3 events. No ICANS was
observed. CAR-T cell expansion was seen in all patients, with a median Cmax of 1594 copies/mg
genomic DNA (range, 264-6922) and Tmax of 14 days (range, 11-15). All 6 patients were
evaluable for response, with 5 (83%) experiencing target lesion shrinkage (maximal 1%,
9%, 25%, 31%, and 41% reduction from baseline). Responses deepened over time in the 2
patients with multiple postinfusion scans (-25% and -41%, respectively), including 1 patient
achieving a RECIST partial response 7 months after treatment. Conclusions: LB1908 demon-
strates peripheral expansion and encouraging antitumor activity at the lowest dose tested,
with amanageable safety profile. Implementation of a toxicity mitigation strategy ameliorated
on-target gastric mucosal injury without compromising expansion kinetics or antitumor
activity. Longer follow-up and data from patients treated with higher cell doses will be
presented at the meeting. Clinical trial information: NCT05539430. Research Sponsor: Legend
Biotech USA Inc.
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Genomic landscape and biomarker analyses utilizing circulating-tumor DNA in
advanced esophageal squamous cell carcinoma: Sub-analysis of SCRUM-
MONSTAR GOZILA.

Yuqing Duan, Tadayoshi Hashimoto, Taro Shibuki, Hiroya Taniguchi, Yu Sunakawa, Yoshito Komatsu, Naoki Takahashi, Yuta Sato, Kensei Yamaguchi, Tomohiro Nishina,
Tomonori Nakanoko, Shogen Boku, Taroh Satoh, Hisateru Yasui, Taito Esaki, Mitsuho Imai, Takao Fujisawa, Yoshiaki Nakamura, Hideaki Bando, Takayuki Yoshino; National
Cancer Center Hospital East, Kashiwa, Japan; Department of Gastroenterology and Gastrointestinal Oncology/Translational Research Support Office, National Cancer
Center Hospital East, Kashiwa, Japan; Department of Hepatobiliary and Pancreatic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Clinical
Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; Department of Clinical Oncology, St. Marianna University School of Medicine, Kawasaki, Kanagawa, Japan;
Department of Cancer Center, Hokkaido University Hospital, Sapporo, Japan; Department of Gastroenterology, Saitama Cancer Center, Saitama, Japan; Department of
Gastroenterological Surgery and Pediatric Surgery, Gifu University Graduate School of Medicine, Gifu, Japan; Department of Gastroenterological Chemotherapy, Cancer
Institute Hospital of Japanese Foundation for Cancer Research, Tokyo, Japan; Department of Gastrointestinal Medical Oncology, National Hospital Organization Shikoku
Cancer Center, Matsuyama, Japan; Department of Surgery and Science, Graduate School of Medical Sciences, Kyushu University, Fukuoka-Shi, Japan; Cancer Treatment
Center, Kansai Medical University Hospital, Hirakata, Japan; Center for Cancer Genomics and Precision Medicine, Osaka University Hospital, Osaka, Japan; Department of
Medical Oncology, Kobe City Medical Center General Hospital, Kobe, Japan; Department of Gastrointestinal and Medical Oncology, National Hospital Organization Kyushu
Cancer Center, Fukuoka, Japan; Translational Research Supporting Office, National Cancer Center Hospital East, Kashiwa, Japan; Department of the Promotion of Drug and
Diagnostic Development, National Cancer Center East, Kashiwa, Japan; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital
East, Kashiwa, Japan

Background:Advanced esophageal squamous cell carcinoma (ESCC) is a cancer typewith a poor
prognosis, with limited survival benefits from currentmultimodal approaches. The incomplete
understanding of molecular mechanisms in advanced ESCC has hindered the development of
effective targeted therapies, emphasizing the critical need for identifyingpredictive biomarkers
and novel therapeutic targets. Methods: SCRUM-MONSTAR GOZILA is a nationwide plasma-
based genomic profiling study utilizing Guardant360 in Japan, which aimed to analyze circu-
lating tumor DNA (ctDNA) genomic alterations in patients with advanced solid tumors, in-
cluding ESCC. We evaluated the genomic landscape with advanced ESCC patients and
investigated associations between genomic alterations and overall survival (OS) using the
log-rank test. The correlation between progression-free survival (PFS) and blood tumor
mutation burden (bTMB) in immune checkpoint inhibitor (ICI)monotherapywas also assessed
using multiple cut-off values (2, 4, 6, 8, and 10 mutation/Mb). Results: The present study
included 313 patients with available genomic and clinical data. The gene alteration spectrum
comprisedmutations (single nucleotide variants, 71.6%; and insertions/deletions, 10.7%), copy
number alterations (CNAs, 17.3%), and fusions (0.48%). TP53 was the most frequently altered
gene (88.5%), followed by PIK3CA (36.4%), NFE2L2 (24.3%), CCND1 (22.4%), EGFR (20.1%),
ATM (16.3%), FGFR1 (10.2%), BRCA2 (10.2%), MET (9.6%) and ARID1A (9.6%). Regarding the
survival outcomes, PIK3CA CNA was significantly associated with worse OS compared to those
with PIK3CA wild type [hazard ratio (HR), 1.84; 95% confidence interval (CI), 1.24–2.74; p-
value, 0.0002], and PIK3CA mutation showed a trend toward shorter OS (HR, 1.43; 95%CI,
0.94–2.17; p-value, 0.06). Patients with both PIK3CAmutation and CNA exhibited significantly
worseOS compared to thosewithPIK3CAwild type (HR, 1.94; 95%CI, 0.85–4.45; p-value, 0.03).
Both FGFR1 CNA andmutation were associated with poorer OS (HR, 1.98; 95%CI, 1.03–3.79; p-
value, 0.005; andHR, 2.84; 95%CI, 0.89–9.07; p-value, 0.002, respectively). CNA in CCND1 and
EGFR, and mutation in NFE2L2 and RB1 also significantly correlated with worse OS (any p-
value#0.01). Among 142 patients treated with ICI monotherapy, no statistically significant
differences in PFSwere observed at any cut-off value of bTMB (anyp-value.0.1).Conclusions:
This comprehensive analysis of ctDNA profiles revealed distinct genomic alterations with
prognostic significance in advanced ESCC. Multiple alterations demonstrated significant as-
sociations with poor OS, meanwhile bTMB was not validated as an effective predictive bio-
marker for ICI efficacy. These findings provide insights into potential therapeutic targets and
prognostic biomarkers in advanced ESCC. Clinical trial information: 2021-GB-009. Research
Sponsor: None.
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HER2 expression dynamics and prognostic significance in the treatment of gastric
cancer.

Min Lai, Liying Zhao, Li Guoxin, Huayuan Liang, Zhiwei Li, Kaihua Huang, Xiao Yan, Huimin Zhang, Rou Zhong, Qing Xie, Xinru Liu; Department of General Surgery, Nanfang
Hospital, Southern Medical University, Guangzhou, Guangdong, China; Department of General Surgery & Guangdong Provincial Key Laboratory of Precision Medicine for
Gastrointestinal Tumor, Nanfang Hospital, Southern Medical University, Guangzhou, Guangdong, China; Beijing Tsinghua Changgung Hospital, School of Clinical Medicine,
Tsinghua University; Department of General Surgery & Guangdong Provincial Key Laboratory of PrecisionMedicine for Gastrointestinal Tumor, Nanfang Hospital, Southern
Medical University, Beijing, China; Department of Gastrointestinal Surgery, Beijing Tsinghua Changgung Hospital, School of Clinical Medicine, Tsinghua University, Beijing,
Beijing, China

Background: The human epidermal growth factor receptor 2 (HER2) expression undergoes
changes during the treatment of gastric cancer. This study aims to evaluate post-treatment
HER2 expression changes and the impact on survival. Methods: From a prospectively main-
tained database, we extracted clinical and pathological data, treatment information, and
survival outcomes of gastric cancer patients (pts) with paired pre- and post-treatment
HER2 immunohistochemistry (IHC) results (2018-2024). Cohen’s Kappa was used to assess
HER2 expression concordance. Logistic regressionwas performed to identify factors associated
with HER2 change, while the Kaplan-Meier method and Cox regression were used for survival
analysis. Results: 274 gastric cancer pts with paired HER2 IHC results were enrolled, including
IHC 0 (67.5%, 185/274), 1+ (14.6%, 40/274), 2+ (13.5%, 37/274), 3+ (4.4%, 12/274) before
treatment and IHC0 (63.8%, 175/274), 1+ (21.9%, 60/274), 2+ (11.7%, 32/274), and 3+ (2.6%, 7/
274) after treatment. The overall HER2 change rate was 42.7% (21.5% HER2 expression
increased, 21.2% decreased), indicating low concordance (Kappa = 0.179, p , 0.001). Among
7.6% (17/225) of pts with HER2 changes from 0/1+ to 2+/3+, 23.5% (4/17) received anti-HER2
therapy (trastuzumab or anti-HER2 ADCs), achieving a 75.0% response rate. 38.5% (5/13) of
initially confirmed HER2-positive pts (IHC 3+/2+ and FISH+) exhibited loss of HER2 positivity
after treatment. 3 of 8 initially HER2-negative pts who converted to HER2-positive received
trastuzumab for metastatic diseases, achieving a 66.7% response rate. Based on efficacy
evaluation on the second HER2 testing, 197 pts were classified into the PR/SD group and 77
into thePDgroup,with comparableHER2 changes rate (41.6%vs. 45.5%, p=0.565). Anti-HER2
therapy (n = 28) was associated with a higher HER2 changes rate (67.9% vs. 39.8%, p = 0.005),
mainly driven by HER2 reduction (60.7% vs. 16.7%, p, 0.001). Multivariate logistic regression
showed that combined immunotherapy (OR [odds ratio] 1.85, p = 0.028) or targeted immu-
notherapy (OR 4.71, p , 0.001) was associated with a higher HER2 change rate than chemo-
therapy alone. The median follow-up time was 31.2 months. HER2 expression changes were
associated with worse PFS (HR [hazard ratio] 1.52, p = 0.040) and OS (HR 1.51, p = 0.043), with
decreasedHER2expression showing thepoorest PFS (Log-rankp=0.030) andOS (Log-rankp=
0.025). Subgroup analysis showed in PR/SD group, HER2 expression changes was associated
with significantly worse PFS (HR 2.48, p = 0.003) and OS (HR 2.56, p = 0.002), while no survival
differences were observed in PD group. Conclusions: HER2 expression frequently changes
during the treatment of gastric cancer, particularly after immunotherapy and targeted therapy,
and is associated with worse survival outcomes. Dynamic HER2 testing contributes to guiding
precision therapy for gastric cancer. Research Sponsor: None.
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Tislelizumab (TIS; BGB-A317) plus chemotherapy (CT)/chemoradiotherapy (CRT)
as positron emission tomography (PET)–guided neoadjuvant (n) treatment (tx) for
resectable esophageal squamous cell carcinoma (R-ESCC): RATIONALE-213 final
analysis.

Longqi Chen, Yongde Liao, Xiaolong Yan, Mingqiang Kang, Xinyu Mei, Lijie Tan, Junfeng Liu, Zhang Zhang, Lei Liang, Alysha Kadva, Hongjing Jiang; Department of Thoracic
Surgery, West China Hospital, Sichuan University, Chengdu, China; Department of Thoracic Surgery, Union Hospital, Tongji Medical College, Huazhong University of Science
and Technology, Wuhan, China; Department of Thoracic Surgery, Tangdu Hospital, Air Force Military Medical University, Xi’an, China; Department of Thoracic Surgery,
Fujian Medical University Union Hospital, Fuzhou, Fujian, China; Department of Thoracic Surgery, The First Affiliated Hospital of USTC, Anhui Provincial Hospital, and
Division of Life Sciences and Medicine, University of Science and Technology of China, Hefei, Anhui, China; Department of Thoracic Surgery, Fudan University Affiliated
Zhongshan Hospital, Shanghai, Shanghai, China; Department of Thoracic Surgery, The Fourth Hospital of Hebei Medical University (Hebei Cancer Hospital), Shijiazhuang,
Hebei, China; BeOne Medicines (Beijing) Co., Ltd, Beijing, China; BeOne Medicines, Inc, Ridgefield Park, NJ; Department of Minimally Invasive Esophageal Surgery, Tianjin
Medical University Cancer Institute and Hospital, National Clinical Research Center for Cancer, Key Laboratory of Cancer Prevention and Therapy, Tianjin’s Clinical
Research Center for Cancer, Tianjin, Tianjin, China

Background: Studies have shown overall survival improvements with nCRT + surgery vs
surgery alone in locally advanced ESCC. However, preoperative CRTmay have additional safety
concerns, leading to some patients (pts) receiving nCT rather than nCRT. PET-computed
tomography maximum standardized uptake value (SUVmax) change after induction CT (IC)
has been shown to have reliable predictive value of pathological complete response (pCR) for R-
ESCC in pts with nCRT and may optimize neoadjuvant tx selection. TIS (anti-PD-1) has
improved survival in pts with ESCC. We report the final analysis of RATIONALE-213, a phase
2, open-label, multicenter study in China evaluating PET-guided nTIS + CT/CRT in R-ESCC
(NCT04974047). Methods: Eligible adult pts had histologically confirmed R-ESCC (cT1-2N +
M0 or cT3N any M0), ECOG performance status 0/1, adequate organ function, no fistula risk,
and had received no prior tx. Pts had a baseline (BL) PET scan, 1 cycle of IC (cisplatin-paclitaxel
[Cis-Pac]), and a PET scan 15-21 days later. Pts were grouped into 2 cohorts by response to IC
based on the percentage decrease in 2nd PET SUVmax in the primary tumor: responders
(R, $35%) or nonresponders (NR, , 35%). Both cohorts received 3 cycles of TIS 200 mg IV
Q3W, the first 2with CT (2 cycles Cis-Pac) for R, orwith CRT (2 cycles investigator [Inv]-chosen
CT [Cis-Pac, or 5-FU + Cis] + RT [40 Gy/20 fractions]) for NR, then surgery. Primary endpoint
was pCR per local pathologist. Secondary endpoints were 1-year disease-free survival (DFS), 1-
year event-free survival (EFS), objective response rate (ORR) before surgery, R0 resection rate
by Inv, and safety. Results: Of 70 pts enrolled, 15 (21.4%), 48 (68.6%), and 7 (10.0%) had stage
II, III, and IVA disease at BL, respectively. As of 25 Oct 2024 (median follow-up 25.5mo), 30 pts
were R and 40 NR. Of R, 20 (66.7%) had surgery. Of NR, 32 (80.0%) had surgery. Efficacy
endpoints are shown in the table. Median DFS and EFS were not reached for R and NR. Grade$3
treatment-related adverse events (TRAEs) in R (15 [50.0%]) and NR (33 [82.5%]) were
consistent with known CT or CRT toxicity; serious TRAEs occurred in 5 R (16.7%) and 7 NR
(17.5%). No TRAEs led to surgery cancellation or death. Conclusions: APET-guided approach
may help optimize neoadjuvant tx of R-ESCC. nTIS + CT/CRT showed promising efficacy and a
tolerable safety profile in both responders and nonresponders. Clinical trial information:
NCT04974047. Research Sponsor: BeOne Medicines Ltd.

R NR

pCR, a n (%)
(95% CI)

6 (30.0)
(11.9, 54.3)

11 (34.4)
(18.6, 53.2)

1-year DFS,b %
(95% CI)

79.0
(47.9, 92.7)

74.2
(53.3, 86.8)

1-year EFS,c %
(95% CI)

87.1
(64.3, 95.8)

67.8
(48.3, 81.2)

R0 resection,a n (%) 19 (95.0) 29 (90.6)
ORR,d n (%) 15 (71.4) 14 (42.4)
aEfficacy analysis set (EAS) R=20; NR=32.
bEAS with R0 resection R=19; NR=29.
cSafety analysis set (SAS) R=30; NR=40.
dSAS with measurable disease at BL R=21; NR=33.
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Efficacy and safety of surufatinib (Sur) plus paclitaxel (Pac) as second line (2L)
treatment for advanced gastric cancer (aGC): Final results from a phase 2 trial.

Xiuying Xiao, Ting Han, Xiaolin Lin, Meng Zhuo, Feng Jiao, Jiujie Cui, Xiaoxia Qiu; Department of Oncology, Renji Hospital, School of Medicine, Shanghai Jiao Tong
University, Shanghai, China; Department of Medical Oncology, Renji Hospital, School of Medicine, Shanghai Jiao Tong University, Shanghai, China; Department of Medical
Oncology and State Key Laboratory of Oncogene and Related Genes, Shanghai Cancer Institute, Renji Hospital, School of Medicine, Shanghai, China

Background: Standard chemotherapy (ChT) provides unsatisfactory efficacy for patients with
aGC in the 2L setting. Recent studies have suggested improved efficacy with an antiangiogenic
agent plus Pac. Although ramucirumabplus Pac have been approved as a 2L treatment, access to
this combination regimen is limited in China. Sur is a potent VEGFRs, FGFR1 and CSF-1R
inhibitor. This trial is aimed to assess the efficacy and safety of Sur plus ChT as a 2L treatment
for aGC. Our previous report (ASCO-GI 24) revealed promising anti-tumor activity of this
regimen. Now we are presenting the final analyses including long-term survival results.
Methods: This single-arm, phase 2 clinical trial enrolled patients with HER2-negative aGC
whohad failed standard first-line treatment. Eligible patients received Sur (250mg, po, qd) plus
Pac (150mg/m2, iv, d1) at 21-day cycles for 6 cycles, followed bymaintenancewith single-agent
Sur until disease progression or intolerable toxicity. Tumor responses were assessed every
6 weeks by investigators per RECIST v1.1. The primary endpoint was ORR, and secondary
endpointswereDCR, PFS,OS, and safety.Results:AsofDec 20, 2024, of the 35patients enrolled,
median age was 65 (range: 33-75), 26 (74.3%) were male, 31 (88.6%) had an ECOG PS of 1, 12
(34.3%) had positive PD-L1 (defined as CPS $1), and 26 (74.3%) had received 1L immuno-
therapy (IO). Seven (20.0%) patients had primary GEJC, and all patients had stage IV disease,
with lymph nodes (23, 65.7%), liver (16, 45.7%) and peritoneum (14, 40.0%) being the most
common metastatic sites. Tumor response assessments were available in 32 patients, the ORR
was 25.0% and DCR was 87.5%. Primary GEJC (42.9% vs 20.0%, P= 0.327) and baseline liver
metastases (40.0% vs 11.8%, P= 0.106) seemed correlated to a better ORR, while baseline
peritoneal metastases (8.3% vs 35.0%, P= 0.204) the reverse. With a median follow-up of 12.6
(95% CI: 10.4-14.9) months (mo), the mPFS was 5.7 (95% CI: 4.7-6.93) mo and the mOS was
10.8 (95% CI: 7.0-17.2) mo.Within the subgroup patients who had IO exposure in the 1L setting
(n = 26), the ORRwas 25.0%, the DCRwas 91.7%, themPFS was 5.9 (95% CI: 4.7-10.5) mo, and
the mOS reached 14.4 (95% CI: 8.5-NR) mo. Treatment-related adverse events of grade $3
included neutropenia (40.0%), leukopenia (34.3%), hypertension (11.4%), and proteinuria
(5.7%). There were no treatment-related serious adverse events or on-treatment deaths.
Conclusions: These encouraging long-term efficacy results and the manageable safety profile
suggested a preferable position of Sur plus Pac as the 2L treatment for aGC, notably, following
the current standard 1L IO-containing regimens. Clinical trial information:
ChiCTR2200063336. Research Sponsor: HUTCHMED.
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A multicenter randomized phase II study of trastuzumab biosimilar (CT-P6) and
chemotherapy (SOX or CapeOX) in HER2-positive advanced/recurrent gastric
cancer (KSCC: TROX study).

Teppei Yamada, Yuichiro Nakashima, Tomomi Kashiwada, Hideto Sonoda, Masashi Hattori, Hirofumi Kawanaka, Yasushi Tsuji, Akitaka Makiyama, Tetsuya Kusumoto,
Ikuo Takahashi, Yudai Shinohara, Masahiro Goto, Yoshiaki Shindo, Kentaro Sawada, Tatsunori Sakai, Mototsugu Shimokawa, Hiroshi Saeki, Eiji Oki; Department of
Gastroenterological Surgery, Fukuoka University Faculty of Medicine, Fukuoka, Japan; Department of Surgery and Science, Graduate School of Medical Sciences, Kyushu
University, Fukuoka, Japan; Department of Medical Oncology, Saga-Ken Medical Center Koseikan, Saga, Japan; Imari Arita Cooperative Hospital, Saga, Japan; Department
of Surgery, NHO Nagoya Medical Center, Nagoya, Japan; National Hospital Organization BeppuMedical Center, Beppu, Japan; National Civil Service Economic Cooperation
Organization Tonan Hospital, Sapporo, Japan; Cancer Center, Gifu University Hospital, Gifu, Japan; Department of Gatroenterological Surgery and Clinical Research
Institute Cancer Research Division, National Kyushu Medical Center, Fukuoka, Japan; Tagawa Municipal Hospital, Tagawa, Japan; Department of Hematology/Oncology,
Japan Community Healthcare Organization Kyushu Hospital, Fukuoka, Japan; Osaka Medical and Pharmaceutical University, Takatsuki, Japan; Nakadori General Hospital,
Odate, Japan; Department of Medical Oncology, Kushiro Rosai Hospital, Kushiro, Japan; National Hospital Organization Kumamoto Medical Center, Kumamoto, Japan;
Department of Biostatistics, Yamaguchi University Graduate School of Medicine, Yamaguchi, Japan; Department of General Surgical Science, Graduate School of
Medicine, Gunma University, Maebashi, Japan; Department of Surgery and Science, Graduate School of Medical Sciences, Kyushu University Hospital, Fukuoka, Japan

Background:Theefficacy and safety of the trastuzumabbiosimilar (CT-P6) combinedwith S-1/
oxaliplatin (SOX) or capecitabine/oxaliplatin (CapeOX) were investigated in patients with
HER2-positive advanced or recurrent gastric cancer who had not previously received chemo-
therapy. CT-P6 is a biosimilar of trastuzumab, which has demonstrated comparable safety and
efficacy to trastuzumab in breast cancer. However, no clinical trials have evaluated CT-P6 in
gastric cancer to date. Methods: This randomized, open-label, multicenter phase II study
enrolled patients with HER2-positive unresectable or recurrent gastric cancer. Participants
were randomized to receive SOX plus trastuzumab biosimilar therapy (S-1 orally, 40–60 mg
twice daily for 14 days every 3 weeks, oxaliplatin intravenously at 130 mg/m² on day 1 every
3 weeks, and CT-P6 at 8 mg/kg on day 1 and 6mg/kg every 3 weeks thereafter) or CapeOX plus
trastuzumab biosimilar therapy (replacing S-1 with capecitabine [1,000 mg/m²] as described
above) until disease progression. The primary endpoint was overall response rate (ORR) in both
arms, with a null hypothesis response rate set at 43%, the lower bound of the 90% confidence
interval reported in previous trastuzumab trials. Secondary endpoints included progression-
free survival (PFS), overall survival (OS), and safety. Results: BetweenMay 2019 and November
2022, 67 patients were enrolled in the study. Patient characteristics were as follows: male/
female ratio of 49/18, median age 68 years (range: 34–80), and performance status (PS) of 0/1
in 53/14 patients. The ORR was 76.1% (90% CI: 67.6–84.7%), with the lower limit of the
confidence interval exceeding the threshold response rate of 43%, confirming the efficacy of
trastuzumab biosimilar therapy. The one-year survival rate was 65.2% (95% CI: 49.8–78.6%),
meeting the primary endpoint. The median OS was 18.7 months (90% CI: 15.1–23.1), and the
median PFS was 9.0 months (90% CI: 6.5–10.7). Although the study was not designed to
compare SOX and CapeOX, the response rate was slightly higher in the CapeOX group (81.3%
[90% CI: 69.9–92.6%]) compared to the SOX group (71.4% [90% CI: 58.9–84.0%]). Similarly,
OS was slightly better in the CapeOX group (22.3 months [90% CI: 15.1–42.1]) than in the SOX
group (16.7 months [90% CI: 12.7–19.6]). The most frequent grade 3 or 4 adverse events were
neutropenia (15.2%), appetite loss (12.1%), and diarrhea (7.6%). Conclusions: Trastuzumab
biosimilar (CT-P6) combinedwith SOX or CapeOX demonstrated robust antitumor efficacy and
manageable toxicity in patients with advanced or recurrent gastric cancer. Clinical trial in-
formation: jRCTs071190007. Research Sponsor: None.
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Neoadjuvant serplulimab in combination with chemotherapy for locally advanced
gastric or gastro-esophageal junction cancer.

Hongjie Zhan, Liang Liu, Weilin Sun, Mingzhi Cai; Tianjin Medical University Cancer Institute and Hospital, Tianjin, China

Background: Perioperative therapy combinedwith surgery is the standard treatment for locally
advanced gastric or gastro-esophageal junction (G/GEJ) cancer; however, long-term survival
remains suboptimal. Immunotherapy has demonstrated antitumor activity and an acceptable
safety profile in advanced G/GEJ cancer. This study aimed to evaluate the efficacy and safety of
neoadjuvant Serplulimab, a PD-1 inhibitor, in combination with chemotherapy in previously
untreated, locally advanced G/GEJ cancer. Methods: Eligible patients with resectable G/GEJ
adenocarcinoma staged as cT3-4aN+M0 were enrolled. The treatment regimen included
Serplulimab (300 mg on day 1, every 3 weeks [Q3W]) plus SOX chemotherapy (oxaliplatin
130mg/㎡on day 1; and S-1 60mg twice daily on days 1-14, Q3W) for three cycles. Following the
preoperative treatment, patients underwent surgery 6-8 weeks after the therapy. The primary
endpoint was pathological complete response (pCR) rate. Secondary endpoints included major
pathological response (MPR) rate, R0 resection rate, disease-free survival (DFS), overall
survival (OS), and toxicity. Results: From October 13, 2023, to December 31, 2024, 25 patients
were enrolled, all of whom completed neoadjuvant therapy and underwent radical surgical. The
R0 resection rate was 100%. Five patients achieved pCR (pCR rate: 20%), and an additional five
patients achieved MPR (MPR rate: 40%). Median DFS and OS were not reached. Safety analysis
included all patients who received at least one cycle of neoadjuvant therapy. Themost common
treatment-related adverse events (TRAEs) of any grade included nausea, anorexia, thrombo-
cytopenia, fatigue, and thyroid dysfunction. No grade $3 TRAEs were observed. Conclusions:
Neoadjuvant Serplulimab combined with SOX chemotherapy demonstrated promising efficacy
and a favorable safety profile in patients with locally advanced, resectable G/GEJ adenocarci-
noma. These findings support the potential role of immune-based neoadjuvant therapy in this
setting. Research Sponsor: None.
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Safety, efficacy, and biomarker analysis from a phase II trial of intensive che-
motherapy combined with serplulimab and trastuzumab in patients with advanced
HER2-positive gastric cancer.

Tianshu Liu, Yan Wang, Xiuying Xiao, Luoyan Ai, Xiaolin Lin, Ting Han, Yuehong Cui, Yan Hu, Yong Gao, Song Zheng, Yiyi Yu; Zhongshan Hospital, Fudan University,
Shanghai, Shanghai, China; Zhongshan Hospital, Fudan University, Shanghai, China; Department of Oncology, Renji Hospital, School of Medicine, Shanghai Jiao Tong
University, Shanghai, China; The First People’s Hospital of Jingzhou, Jingzhou, China; The Affiliated Huaian No.1 People’s Hospital of Nanjing Medical University, Huaian,
China; Affiliated Hangzhou First People’s Hospital, School of Medicine, Westlake University, Hangzhou, China

Background: Keynote-811 has proven the efficacy of combined PD-1 and HER2 blockade with
chemotherapy in HER2-positive gastric cancer. Our study aims to enhance the survival of
patients by replacing standard chemotherapy with intensive chemotherapy and conducting
biomarker analysis. Methods: This prospective, single-arm, open-label study was carried out
across five centers in China, recruiting patients (pts) with unresectable locally advanced or
metastatic HER2-positive gastric cancer. Pts receive Serplulimab (4.5 mg/kg, D1, Q3W),
Trastuzumab (initial 8 mg/kg, D1, then 6 mg/kg, D1, Q3W), and the DOS regimen: oxaliplatin
(100 mg/m², IV), docetaxel (40 mg/m², IV), and S-1 (40-60mg, BID, D1-14, Q3W). Chemo-
therapy is up to 8 cycles. Serplulimab and Trastuzumab can be administered until tumor
progression. Gastroscopic biopsy was taken before the treatment and dynamic blood samples
were collected at C1D1 (T0), C2D1 (T1) and C7D1 (T2) for biomarker analysis. Genomic DNA from
tumor tissue and circulating tumor DNA (ctDNA) underwent targeted DNA sequencing con-
taining 571 genes. Results: From July 2022 to September 2024, 40 pts were recruited. The
median follow-upwas 7.9months. Therewere 10 females and 30males,with amedian age of 59
(31-74). 37 ptswere eligible for efficacy assessment. The objective response rate (ORR)was92%
(95% CI: 0.87, 0.96), with a complete response rate of 3% (95% CI: 0, 0.05), and a partial
response rate of 89% (95% CI: 0.84, 0.94). Median progression free survival has not been
reached. 38 pts (95%) experienced adverse events (AEs) of any grade. Grade 3 or above AEs
occurred in 14 pts (35%), 2 pts with grade 4 AEs (1 with thrombocytopenia and 1 with
myelosuppression). No grade 5 events were observed. The most common AEs were anemia
(35%), neutropenia (23%), nausea and vomiting (20%) and leukopenia (20%). 15 (38%)pts had
dose interruptions due to AEs, with no treatment discontinuation. HER2 CNV gain was detected
in 82.1% (23/28) of tissue samples and 74.3% (26/35) of ctDNA samples. Inmatched ctDNA and
tissue samples (N = 26), 88.5% (23/26) showed concordant HER2 CNV gain results. Elevated
tissueHER2CNVwere associatedwithmore pronounced tumor shrinkage (R=-0.35, P = 0.073).
Plasma HER2 gain detection rate decreased from 79.1% (19/24) at T0 to 16.7% (4/24) at T1 (P,

0.001). Similar results were observed from T0 to T2 (P , 0.001). Conclusions: This regimen
demonstrated remarkable efficacy with a high ORR andmanageable toxicity. Tumor HER2 CNV
and ctDNA dynamic monitoring correlated with treatment efficacy. The subsequent results of
biomarker analysis will be presented at the upcoming conference. Clinical trial information:
NCT05311189. Research Sponsor: None.

Pts characteristics.

N=40

Age, ‡65 years 38%
Male 75%
PD-L1 status
CPS ‡1 65%
CPS <1 13%
Unknown 22%

HER2 status
IHC 2+ ISH positive 25%
IHC 3+ 75%

Primary gastrectomy or esophagectomy
Yes 15%
No 85%

Metastatic sites
0–2 60%
‡3 40%
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First-line osemitamab (TST001) plus nivolumab and CAPOX for advanced G/GEJ
cancer (TranStar102): Updated results of cohort G from a phase I/IIa study.

Jifang Gong, Dan Liu, Zengqing Guo, Jingdong Zhang, Weijian Guo, Meili Sun, Nong Xu, Chuan Qi, Lijuan Zhang, Zhenzhong Xia, Jianming Wang, Li Xu, Caroline Germa,
Lin Shen; Early Drug Development Center, Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education), Peking University Cancer Hospital and
Institute, Beijing, China; Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education), Early Drug Development Center, Peking University Cancer
Hospital & Institute, Beijing, China; Department of Medical Oncology, Fujian Medical University Cancer Hospital & Fujian Cancer Hospital, Fuzhou, Fujian, China; Liaoning
Cancer Hospital & Institute, Shenyang, China; Department of Medical Oncology, Fudan University Shanghai Cancer Center, Shanghai, China; Department of Oncology,
Shandong University First Medical University Affiliated Central Hospital, Jinan, Shandong, China; The First Affiliated Hospital, Zhejiang University School of Medicine,
Hangzhou, China; Suzhou Transcenta Therapeutics Co., Ltd, Suzhou, Jiangsu, China; Suzhou Transcenta Therapeutics Co., Ltd., Suzhou, Jiangsu, China; Suzhou Transcenta
Therapeutics Co., Ltd., Suzhou, China; Transcenta Therapeutics, Inc., Princeton, NJ; Early Drug Development Center, Department of Gastrointestinal Oncology, Key
Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing), Peking University Cancer Hospital and Institute, Beijing, China

Background: Claudin 18.2 (CLDN18.2) is a clinically validated therapeutic target and has been
broadly explored with different modalities in gastric/gastroesophageal (G/GEJ) cancer treat-
ment. Osemitamab is a humanized monoclonal antibody with improved affinity to CLDN18.2,
reduced fucosylation and enhanced ADCC activity and has been observed to upregulate PD-L1
expression on CLDN18.2-positive tumor cells. In vivo anti-tumor activity of combination of
osemitamab plus an anti-PD-1/PD-L1 antibody and chemotherapies was significantly stronger
than any of the doublet combinations, regardless of the PD-L1 CPS levels, making the triple
combination of osemitamab, nivolumab and CAPOX an attractive combination to explore.
Methods: Cohort G from TranStar102 (NCT04495296, a phase I/II study) was designed to
evaluate the safety and preliminary efficacy of osemitamab at two dose levels (3mg/kg or 6mg/
kg Q3W) plus nivolumab and CAPOX as the first-line treatment in patients with G/GEJ cancer.
40 patients were planned to be enrolled in each dose level. Key eligible criteria included HER2
negative or unknown, unresectable locally advanced or metastatic G/GEJ cancer, regardless of
CLDN18.2 or PD-L1 expression and treatment naı̈ve for advanceddisease. The endpoints include
safety, efficacy, PK and predictive value of the different levels of CLDN18.2 expression, etc.
Results:As of Jan 13, 2025, 82 patientswere dosedwith osemitamab plus nivolumab and CAPOX
(40 at 3mg/kg, 42 at 6mg/kg) with median follow-up of 21.3 months. All patients experienced
treatment-related adverse events (TRAEs). The safety profile was similar with the previously
presented data (2024 ESMO poster), and the most commonly observed TRAEs were on-target
and off-tumor toxicities, such as nausea, vomiting and hypoalbuminemia, and were manage-
able. 44 out of 82 patients had confirmed partial response and the objective response rate (ORR)
was 55.7%. There was a clear trend between anti-tumor efficacy and CLDN18.2 expression,
with a confirmed ORR of 68% and median progression-free survival of 16.6 months (95% CI:
5.8, 21.7) for the patients with CPS known and CLDN18.2 high/medium expression (defined as
CLDN18.2 membranous staining$2+ in$40% of tumor cells by immunohistochemistry in the
central laboratory) (n=26). By the cut-off date, there were 33 patients in survival follow-up
including 12 patients still with ongoing treatment. Themedian overall survivalwas 20.4months
(95% CI:15.0, NE) for all the 82 patients. Updated clinical data and details by biomarkers levels
will be reported at the time of conference. Conclusions: The updated data indicate that the
combination of TST001 plus nivolumab and CAPOX for the first-line treatment of patients with
G/GEJ cancer is safe and well tolerated with encouraging durable PFS and survivals, especially
for the patients with high/medium CLDN18.2 expression. Clinical trial information:
NCT04495296. Research Sponsor: Suzhou Transcenta Therapeutics Co, Ltd.
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Real-world analyses to evaluate the role of TIGIT as a target in first-line (1L) gastric,
gastroesophageal junction, and esophageal adenocarcinomas (GC/GEJC/EAC).

Linda Su-Feher, Simon Allen, Daniel O. Koralek, Shahed Iqbal, Meghna Das Thakur; Gilead Sciences, Inc, Foster City, CA

Background: Anti-programmed death protein 1 (PD-1) immune checkpoint inhibitors (ICIs)
are approved for GC/GEJC/EAC.T-cell immunoreceptor with Ig and ITIM domains (TIGIT) is a
potential anti-tumor ICI target.Understanding how PD-L1 (CD274), effector T-cell (Teff), and
TIGITRNA expression levels correlate with real-world outcomes of 1L treatment can inform the
potential for TIGIT as a target. Methods: Deidentified real-world data for patients (pts) with
metastatic GC/GEJC/EACwere included from theTempusAI, Inc. clinicogenomic database. Data
were analyzed for pts with available longitudinal clinical data and biopsies (whole transcrip-
tome RNA-sequencing [seq], 648 gene panel DNA-seq, and PD-L1 immunohistochemistry).
Gene expression comparisons, including between TIGIT and a Teff gene set (geometric mean of
CD8A, GZMA, GZMB, IFNG, EOMES, and PRF1), used the Wilcoxon test, Kruskal-Wallis test, and
Spearman correlation. Real-world time to next treatment or death (rwTTNTD; maximum
follow-up 24 months) was assessed for 1L ICI + chemotherapy (chemo) or chemo using the
Kaplan-Meier method and compared by expression level (high [$median] vs low [,median])
of TIGIT, Teff gene set, and TIGIT normalized by Teff gene set. Results: Among 545 pts (1L ICI +
chemo, n = 50; 1L chemo, n = 124) TIGIT expression was most highly correlated with Teff (R =
0.80, P, 0.001) and FOXP3 expression (R = 0.78, P, 0.001), followed by CD274 expression (R =
0.57, P , 0.001). Positive correlations with PD-L1 combined positive score were observed for
TIGIT andTeff expression (P, 0.001 for both) but not TIGIT normalized to Teff levels (P. 0.05).
Biopsies from liver metastases, which tend to show a poor response to ICIs, had lower immune
signatures vs stomach tumor biopsies (P,0.001). High vs lowexpression ofTIGIT andTeffwere
associated with numerically longer rwTTNTD for ICI + chemo, with HRs (95% CI) of 0.82
(0.43–1.54) for TIGIT (n = 29 vs 21) and 0.78 (0.42–1.48) for Teff (n = 28 vs 22). Corresponding
HRs (95% CI) for chemo were 1.04 (0.70–1.54) for TIGIT (n = 53 vs 71) and 1.26 (0.85–1.87) for
Teff (n = 64 vs 60). When TIGIT expression was normalized to Teff levels, HRs (95% CI) for
rwTTNTD for high vs low expression were 0.92 (0.49–1.71) for ICI + chemo (n = 23 vs 27) and
0.81 (0.54–1.20) for chemo (n = 57 vs 67). Conclusions: TIGIT expression was highly correlated
with FOXP3 and Teff gene set expression in GC/GEJC/EAC tumors. The improved rwTTNTD seen
in pts with high TIGIT expression may be driven by these patients also having high Teff
expression. When TIGIT is normalized to Teff, pts with high TIGIT expression lose this added
benefit. Combining anti-TIGIT and anti–PD-1 treatments may lead to enhanced T cell acti-
vation, which could bring benefit to pts with 1L GC/GEJC/EAC. Larger studies will help confirm
these findings. Research Sponsor: Gilead Sciences, Inc.
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Distinct microenvironment phenotypes across tumor, vascular, and immune
compartments from ramucirumab plus pembrolizumab in refractory gastric cancer:
A phase II trial.

Sung Hee Lim, Minae An, You Jeong Heo, Hyuk Lee, Byung-Hoon Min, Soomin Ahn, Kyoung-Mee Kim, Seung Tae Kim, Jeeyun Lee; Division of Hematology-Oncology,
Department of Medicine, Sungkyunkwan University School of Medicine, Samsung Medical Center, Seoul, South Korea; Samsung Medical Center, Seoul, South Korea;
Neocellar, Seoul, South Korea; Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Samsung Medical
Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Samsung Medical Center, Sungkyunkwan University, Seoul, South Korea

Background: Combining immune checkpoint inhibitor (ICI) with vascular endothelial growth
factor (VEGF)/VEGF receptor inhibition has yielded promising results in multiple tumor types.
This phase II trial investigated the efficacy and molecular mechanisms of ramucirumab plus
pembrolizumab in refractory gastric cancer patients. Methods: We conducted a prospective
phase II single-arm trial of ramucirumab plus pembrolizumab as salvage treatment in patients
with metastatic GC who failed to respond to standard fluoropyrimidine plus platinum with or
without programmed cell death protein 1 (PD-1) inhibitors. Eligible patients had programmed
death-ligand 1 (PD-L1) combined positive score more than five. The primary objective was to
objective response rate (ORR) and secondary end points included disease control rate, duration
of response, progression-free survival and overall survival, and toxicity. Comprehensive
molecular profiling, including Digital Spatial Profiling, and mass cytometry was performed
on tumor samples and peripheral blood. Results: Twenty-six patients were enrolled in this
study between June 2021 and May 2023. No patient attained complete response (CR), while 6
patients achieved confirmed partial response (PR), resulting in a response rate (RR) of 23.1%
(95% CI, 4.06–34.4). The median PFS for all patients was 2.7 months (95% CI, 1.84 -
3.56 months), and median OS was 10.9 months (95% CI, 2.31 – 18.29). Grade $ 3
treatment-related adverse events occurred in 38.5 % of patients. Digital Spatial Profiling
revealed distinct tumor microenvironment (TME) phenotypes between responders and non-
responders. Responders had high CTL infiltration and vascular normalization in their tumor
specimen after treatment which led to favorable treatment outcome. In support of this, spatial
profiling revealed the shortest median distance between immune cells and vessels, suggesting
enhanced transendothelial migration of immune cells. Nonresponders had significantly upre-
gulatedTGF-bpathway and low tumor vascularity. On-treatment analysis demonstrated a shift
towards increased immune cell infiltration and decreased tumor cellularity. Mass cytometry of
peripheral blood revealed lower proportions ofmyeloid-derived suppressor cells in responders.
Conclusions: Ramucirumab+pembrolizumab showed modest clinical efficacy, with manage-
able toxicity and durable responses. Although limited to a small subset of patients, a few
patients who had previously responded to ICI benefited from ramucirumab+pembrolizumab.
Clinical trial information: NCT0005753. Research Sponsor: None.
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GABRP as a biomarker for predicting anti-PD1 therapeutic efficacy in advanced
gastric cancer (WJOG10417GTR study).

Naoki Takahashi, Chie Kudo-Saito, Hirokazu Shoji, Hiroshi Imazeki, Kengo Nagashima, Kai Tsugaru, Takeshi Kawakami, Yusuke Amanuma, Takeru Wakatsuki,
Naohiro Okano, Yukiya Narita, Yoshiyuki Yamamoto, Rika Kizawa, Kei Muro, Narikazu Boku; Department of Gastroenterology, Saitama Cancer Center, Saitama, Japan;
Department of Immune Medicine, National Cancer Center Research Institute, Tokyo, Japan; Department of Gastrointestinal Medical Oncology, National Cancer Center
Hospital, Tokyo, Japan; Biostatistics Unit, Clinical and Translational Research Center, Keio University Hospital, Tokyo, Japan; Division of Gastroenterology and Hepatology,
Department of Internal Medicine, Keio University School of Medicine, Tokyo, Japan; Division of Gastrointestinal Oncology, Shizuoka Cancer Center, Shizuoka, Japan;
Department of Clinical Trial Promotion, Chiba Cancer Center, Chiba, Japan; Department of Gastrointestinal Medical Oncology, The Cancer Institute Hospital of Japanese
Foundation for Cancer Research, Tokyo, Japan; Department of Medical Oncology, Kyorin University Faculty of Medicine, Mitaka, Japan; Department of Clinical Oncology,
Aichi Cancer Center Hospital, Nagoya, Japan; Department of Gastroenterology, University of Tsukuba Hospital, Ibaraki, Japan; Department of Medical Oncology,
Toranomon Hospital, Tokyo, Japan; Department of Oncology and General Medicine, IMSUT Hospital, Institute of Medical Science, University of Tokyo, Tokyo, Japan

Background: GABRP, Gamma-aminobutyric acid type A receptor subunit p, is a key molecule
that influences tumor properties and patient prognosis in various cancers, including gastric
cancer (GC): GABRP is significantly upregulated in tumor tissues, and promotes tumor pro-
gression andmetastasis via chemokine signaling andmacrophage recruitment, leading to poor
prognosis. Thus, GABRP seems to be a promising potential target for cancer treatment.
However, it remains unclear whether the GABRP-targeting strategy can contribute to GC
treatment, especially anti-PD1/PDL1 therapy, which has recently attracted great attention.
Methods:We collected biopsy tumor tissues from 96 patients with advanced GC before and one
month after nivolumab monotherapy in the WJOG10417GTR study according to the protocol
(No. 2017-473) approved by the IRB, and analyzed for GABRP expression by RNA-sequencing
(RNAseq) and immunohistochemical staining (IHC; only at pre-treatment). Progression-free
survival (PFS) and overall survival (OS)were compared between high and low groups divided by
the cutoff value determined by change point of the larger log hazard ratios (HRs) based on the
method for modeling continuous-scale covariates. This study was supported by Ono Pharma-
ceutical andBristolMyers Squibb.Results:RNAseq data revealed that high levels of GABRPgene
expression in tumors at baseline were significantly associated with shorter PFS (median PFS
[mPFS] 1.643 months [95% CI = 1.281 - 3.253] vs 3.170 months [1.971 - 10.251], HR = 2.798, P =
0.005) and shorter OS (medianmOS [mOS] 5.092months [3.450 -NA] vs 15.409months [13.733
- NA], HR = 5.145, P, 0.001), and the high post-treatment levels were significantly associated
with shorter PFS (mPFS 1.873months [1.511 - 3.253] vs 4.123months [2.073 -NA], HR = 3.333, P
= 0.009) and shorter OS (mOS 7.162months [5.092 - 15.310] vs NA [13.733 -NA], HR=4.524, P =
0.015), as compared to low levels. This was confirmed by IHC data that showed similar results,
albeit only baseline data: patients with high baseline levels of GABRP protein expression in
tumors had significantly shorter PFS (mPFS 1.528months [0.986 - 1.971] vs 3.121months [1.873
- 4.238], HR = 1.727, P = 0.016). Conclusions: These results suggest that GABRP expressed in
tumors is a significant poor prognostic factor for nivolumab monotherapy in advanced GC.
GABRP may be a promising biomarker for predicting anti-PD1/PDL1 therapeutic efficacy in
advanced GC, and targeting itmay contribute to improving the clinical outcomes in GC as a new
therapeutic strategy. Research Sponsor: Ono Pharmaceutical and Bristol Myers Squibb.
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KEYNOTE-859: 4.5-year median follow-up of pembrolizumab plus chemotherapy
for previously untreated advanced HER2-negative gastric or gastroesophageal
junction (G/GEJ) adenocarcinoma.

Sun Young Rha, Lucjan Wyrwicz, Patricio Eduardo Yanez Weber, Yuxian Bai, Min-Hee Ryu, Jeeyun Lee, Fernando Rivera, Gustavo Vasconcelos Alves, Marcelo Garrido,
Kai-Keen Shiu, Manuel González Fernández, Jin Li, Maeve Aine Lowery, Timucin Cil, Felipe José Silva Melo Cruz, Do-Youn Oh, Pierre LeConte, Pooja Bhagia, Shukui Qin;
Yonsei Cancer Center, Yonsei University College of Medicine, Yonsei University Health System, Seoul, South Korea; Maria Sklodowska-Curie National Research Institute of
Oncology, Warsaw, Poland; Universidad de La Frontera, James Lind Cancer Research Center, Temuco, Chile; Harbin Medical University Cancer Hospital, Harbin, China; Asan
Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Samsung Medical Center, Seoul, South Korea; University Hospital Marqués de Valdecilla,
IDIVAL, Santander, Spain; Hospital Nossa Senhora da Conceiç~ao, Porto Alegre, Brazil; Pontificia Universidad Católica de Chile, Santiago, Chile; University College Hospital,
NHS Foundation Trust, London, United Kingdom; IMAT-Oncomedica, Monteria, Colombia; Shanghai East Hospital, Tongji University School of Medicine, Shanghai, China;
Trinity St. James’s Cancer Institute, Dublin, Ireland; Health and Science University, Adana City Hospital, Adana, Turkey; Instituto Brasileiro de Controle do Câncer, S~ao
Paulo, Brazil; Seoul National University College of Medicine, Seoul, South Korea; MSD France, Puteaux, France; Merck & Co., Inc., Rahway, NJ; Gastrointestinal Cancer
Center of Nanjing Tianyinshan Hospital, China Pharmaceutical University, Nanjing, China

Background: In the phase 3KEYNOTE-859 study (NCT03675737), first-linepembrolizumab
(pembro) + chemotherapy (chemo) continued to provide longer OS (HR, 0.79; 95% CI, 0.71-
0.88) and PFS (HR, 0.76; 95% CI, 0.68-0.85), and a higher ORR (51.0% vs 42.0%) vs placebo +
chemo inparticipants (pts)withHER2-negativeG/GEJ adenocarcinoma, after amedian follow-
up of 41.6 mo (August 22, 2023). We present results after an additional 13 mo of follow-up.
Methods: Eligible pts with untreated locally advanced or metastatic HER2-negative G/GEJ
adenocarcinoma with PD-L1 status, measurable disease, and ECOG PS 0 or 1 were randomly
assigned 1:1 to receive pembro 200mg or placebo IV Q3W for#35 cycles + investigator’s choice
of chemo (5-FU + cisplatin [FP] vs capecitabine + oxaliplatin [CAPOX]). The primary end point
was OS. Secondary end points included PFS, ORR, and DOR, all per RECIST v1.1 by BICR, and
safety. Thedata cutoffwasSeptember 27, 2024.Results:Median follow-upwas54.8mo (Q1-Q3,
46.8-62.1). In all randomly assigned pts in the intention-to-treat population (N = 1579),
median OS was 12.9 mo (95% CI, 11.9-14.0) for pembro + chemo vs 11.5 mo (95% CI, 10.6-
12.1) for placebo + chemo (HR, 0.78; 95% CI, 0.70-0.86). In pts with PD-L1 CPS $1, median OS
was 13.0mo (95%CI, 11.6-14.2) vs 11.4mo (95%CI, 10.5-12.0; HR, 0.74 [95%CI, 0.66-0.84]). In
pts with PD-L1 CPS $10, median OS was 15.8 mo (95% CI, 14.0-19.3) vs 11.8 mo (95% CI, 10.3-
12.7; HR, 0.64 [95% CI, 0.53-0.77]). PFS, ORR, and DOR were also consistent between the
intention-to-treat population and pts with PD-L1 CPS $1 and PD-L1 CPS $10 (Table).
Treatment-related AEs were reported in 751 pts (95.7%; grade 3-5, 466 [59.4%]) for pembro
+ chemo and 736 (93.5%; grade 3-5, 404 [51.3%]) for placebo + chemo. Conclusions: Pembro +
chemo continued to show improved OS, PFS, and ORR vs placebo + chemo after amedian study
follow-upof 54.8mo, regardless of PD-L1 status. The findings further support pembro+ chemo
as a first-line treatment option for locally advanced or metastatic HER2-negative G/GEJ
adenocarcinoma. Clinical trial information: NCT03675737. Research Sponsor: None.
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Co-expressing pattern of multiple biomakers and dynamic change of Claudin18.2
expression after systemic chemotherapy in advanced gastric cancer.

Sun Young Rha, Woo Sun Kwon, Choong-kun Lee, Minkyu Jung, Su-Jin Shin, Heejin Kim, Sejung Park, Ju Hee Yoo, Hyunki Kim; Yonsei Cancer Center, Yonsei University
College of Medicine, Seoul, South Korea; Songdang Institute for Cancer Research, Yonsei University College of Medicine, Seoul, South Korea; Division of Medical Oncology,
Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Division of Medical Oncology, Department of Internal Medicine, Yonsei Cancer Center,
Yonsei University College of Medicine, Seoul, South Korea; Department of Pathology, Gangnam Severance Hospital, Yonsei University College of Medicine, Seoul, South
Korea; Department of Pathology, Severance Hospital, Yonsei University College of Medicine, Seoul, South Korea; Sondang Institute for Cancer Research, Yonsei University
College of Medicine, Seoul, South Korea

Background: Gastric cancer (GC) is a heterogeneous disease classified by Lauren classification
andTCGA’s fourmolecular subtypes. TargetingClaudin (CLDN)18.2 has emerged as a promising
therapy. However, a comprehensive understanding of CLDN18.2 in advanced GC, its clinico-
pathologic correlations, and prognostic significance remains limited. We analyzed the co-
expression of multiple biomarkers and dynamic changes in CLDN18.2 following systemic
chemotherapy. Methods: This retrospective study included 402 patients with stage IV GC at
Yonsei Cancer Center (2015–2023) treated with palliative doublet chemotherapy. Paired pre-
and post-treatment tissues were available for 124 patients. CLDN18.2 expression was assessed
using the VENTANA CLDN18 (43-14A) RxDx Assay, with positivity defined as $75% of tumor
cells. HER2, EBV, dMMR, and PD-L1(22C3) were also evaluated by immunohistochemistry.
Overall survival (OS) was estimated using the Kaplan-Meier method, and a log-rank test was
performed to compare survival according to CLDN18.2 positivity. Results: The CLDN18.2
positivity rate was 30.6%, consistent with previous reports. It was slightly higher in HER2-
negative (31.5%) than HER2-positive (27.3%) (p = 0.44). CLDN18.2 positivity was significantly
higher in EBV-positive than negative (63.6% vs 29.4%, p , 0.05) and in pMMR versus dMMR
(31.7% vs 9.5%, p , 0.05). Regarding PD-L1 status, the positivity rate was higher in the PD-L1
negative compared to the positive by CPS 1(36.1% vs 25.8%, p , 0.05). We observed that
CLDN18.2 expression seems to be decreasing with higher PD-L1 expression (28.5 % in patients
with CPS$5, 24% inCPS$10). TheOS (medianmonths, 95%CI) based onCLDN 18.2 expression
was similar [22.5 (18.6-25.2) vs 23.2 (17.9-27.4) in CLDN18.2 positive group], regardless of
HER2 status. Among 124 patients with paired samples, pre-treatment CLDN18.2 positivity was
22.8%, increasing to 36.5% post-treatment. The increase was more pronounced in HER2
negative (39.0%) compared to positive (29.5%). Notably, 79.9% of patients showed consistent
CLDN18.2 expression between pre- and post-treatment samples, while 20.1% demonstrated
changes in expression. These changes were not associated with other markers such as HER2,
EBV, dMMR, or PD-L1. Conclusions: Higher CLDN18.2 positivity rates in specific subgroups,
such as pMMR and PD-L1 negative, suggest the potential role of anti-CLDN therapy in these
subgroups. This study also highlights the dynamic changes of CLDN18.2 expression in advanced
gastric cancer, with an increase observed after first-line systemic treatment in a subset of
patients. Further studies should focus on prospective analyses and stratify changes in CLDN18.2
expression by treatment regimen to better understand its role as a therapeutic target and its
implications for treatment resistance and disease progression. Research Sponsor: None.
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Camrelizumab plus albumin-bound paclitaxel and S-1 as first-line treatment of
HER-2 negative unresectable locally advanced or advanced gastric and gastro-
esophageal junction adenocarcinoma: A phase II clinical trial.

Xinfang Hou, ChenWu, Shuai Li; The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Zhengzhou, Henan, China; The Affiliated Cancer Hospital
of Zhengzhou University & Henan Cancer Hospital, Zhengzhou, China

Background: Gastric cancer is a common malignant tumor of the digestive tract. For nearly
90% of HER2 negative advanced gastric and gastroesophageal junction adenocarcinoma (G/
GEJ) patients (pts), the current first-line treatment options and efficacy are limited, and new
therapeutic drugs are urgently needed to improve the efficacy of advanced G/GEJ. Methods:
This is a prospective, single center, single arm, open label phase II clinical trial involvingHER-2
negative G/GEJ diagnosed by histopathology. Pts received 4-6 cycles of treatment with cam-
relizumab combined with albumin bound paclitaxel and S-1, followed by camrelizumabmain-
tenance therapy until progression or 2 years. By following up with pts and evaluating clinical
efficacy based on imaging examinations, the effectiveness and safety of the protocol can be
assessed. Results: From December 2020 to December 2024, a total of 47 pts obtained informed
consent based on exclusion criteria. As of the deadline (January 6, 2025), the average follow-up
periodwas 17.4months,with amedian follow-up timeof 16.7months (range: 1.6-42.2months).
One patient had completed 2 years of treatment and ended maintenance therapy with camre-
lizumab, 5 pts (12.5%)were still receiving treatment, 34 pts (85.0%) stopped treatment, and 28
pts (70%) developed disease progression (PD). The best therapeutic effect was achieved in 2
cases with CR, 25 cases with PR, 11 cases with SD, and 2 cases with PD. The experiment reached
the primary endpoint with an ORR of 67.5%. The secondary endpoint DCR was 95.0%, the
medianPFSwas 7.8months [95%confidence interval (CI): 6.2-9.4months], and themedianOS
was 23.8months [95% confidence interval (CI): 15.2-32.4months]. For all study subjects, there
was no correlation between OS, PFS, and baseline characteristics of the study (age, gender,
ECOG,microsatellite status,mismatch repair protein status, EBER status, PDL1 level, number of
metastatic sites, presence of liver metastasis, presence of lung metastasis, presence of ab-
dominal metastasis, presence of bone metastasis). Among all enrolled pts, 36 experienced
adverse events (76.6%) and 18 experienced grade 3-4 TRAE (38.3%), mainly bone marrow
suppression and immune related rash. Conclusions: As the first-line treatment for HER-2
negative advanced gastric and gastroesophageal junction adenocarcinoma, the combination of
Carilizumab with albumin bound paclitaxel and S-1 has shown encouraging efficacy. Clinical
trial information: ChiCTR2300069672. Research Sponsor: None.
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Efficacy and safety of LM-302 (anti-claudin 18.2 ADC) in combination with anti-PD-
1 therapy for advanced gastric, gastroesophageal junction cancer and esophageal
adenocarcinoma: Early-phase study results.

Haiping Jiang, Mingzhu Huang, Lixin Wan, Ben Markman, Hongming Pan, Chunmei Bai, Aiping Zhou, Yiping Mou, Xiang-lin Yuan, Linbin Dou, Zhihua Gong, Da Fei, Xia Qin,
Crystal Qin, Jin Li; The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; Fudan University Shanghai Cancer Center, Shanghai, China;
Nanyang Central Hospital, Nanyang, China; The Alfred, Melbourne, VIC, Australia; Sir Run Run Shaw Hospital, Zhejiang University School of Medicine, Hangzhou, Zhejiang,
China; Peking Union Medical College Hospital, Beijing, China; Department of Medical Oncology, National Cancer Center/National Clinical Research Center for Cancer/
Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; Zhejiang Province People’s Hospital, Hangzhou, China; Cancer
Center, Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; LaNova Medicines, Shanghai, China; Shanghai East
Hospital, Tongji University School of Medicine, Shanghai, China

Background: Claudin 18.2 (CLDN18.2), a tight junction protein highly expressed in gastric and
gastroesophageal junction (GEJ) cancers, has emerged as a promising therapeutic target. LM-
302 (tecotabart vedotin), a novel and potentMMAE-based ADC targeting CLDN18.2, has shown
promising efficacy and safety as monotherapy in heavily pretreated advanced gastric cancer.
This pooled analysis evaluates the efficacy and safety of LM-302 in combination with the anti-
PD-1 antibody toripalimab as a first-line treatment option for patients with gastric, GEJ, or
esophageal adenocarcinoma (EAC). Methods: Eligible patients with histologically confirmed,
previously untreated, unresectable, HER2-negative gastric, GEJ, or EACwere included. Patients
received LM-302 (1.6 mg/kg Q3W, 2.0 mg/kg Q3W or 1.8 mg/kg Q2W) and toripalimab (240mg
Q3W or 3 mg/kg Q2W). Endpoints included safety, objective response rate (ORR), disease
control rate (DCR), progression-free survival (PFS), OS, and biomarker analysis. Data cutoff:
January 7, 2025. Results: A total of 43 gastric, GEJ, or EAC patients (median age: 62.3 years;
65.1% male) from Australia and China were treated. No dose-limiting toxicities (DLT) were
observed across all these dose levels. Treatment-related adverse events (TRAEs) related to LM-
302 were reported in 39 patients (90.7%), with common events ($20%) including anemia,
decreased white blood cell count, decreased neutrophil count, increased aspartate transam-
inase (AST), vomiting, loss of appetite, andnausea. Grade$3TRAEs related toLM-302occurred
in 16 patients (37.2%), the most common events ($5%) were decreased neutrophil count
(14.0%), increased alanine transaminase (11.6%), increased AST (9.3%), and anemia (7.0%).
Among 41 efficacy-evaluable patients (median follow-up: 6.01 months), ORRwas 65.9% (95%
CI: 49.4-79.9%), and DCR was 85.4% (95% CI: 70.8- 94.4%). In 32 GC patients with CLDN18.2
expression in$25% of tumor cells (IHC 2+/3+), ORRwas 71.9% (95% CI: 53.3-86.3%) and DCR
was 96.9% (95%CI: 83.8-99.9%). Among these patients, ORRwas 63.3% (95%CI: 35.1-87.2%)
for patients with PD-L1 CPS , 1 and 77.8% (95% CI: 52.4-93.6%) for patients with PD-L1
CPS$1. Median PFS and OS were not reached; one patient with PD-L1 CPS , 1 achieved PR and
remained on treatment for 14.70 months. Conclusions: LM-302 combined with toripalimab
demonstrated encouraging anti-tumor activity and manageable safety as first-line treatment
for patients with CLDN18.2-positive gastric, GEJ, and EAC, including those with low-to-
moderate CLDN18.2 expression. These findings support further large-scale clinical trials to
confirm efficacy, safety and clinical utility. Clinical trial information: NCT05188664;
NCT05934331. Research Sponsor: LaNova Medicines Limited.
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Efficacy and safety results of a multi-center phase II study of utidelone injection in
combination with PD-1 inhibitor and chemotherapy for the first-line treatment of
advanced gastric and esophagus cancers.

Meili Sun, Jin Xia, Bo Liu, Jufeng Wang, Jun Zhou, Li Tang, Lin Li, Jin Li; Department of Oncology, Shandong University First Medical University Affiliated Central Hospital,
Jinan, Shandong, China; Anyang Cancer Hospital, Anyang, Henan, China; Cancer Hospital of Shandong First Medical University, Jinan, China; Henan Cancer Hospital,
Zhengzhou, China; Shanghai GoBroad Cancer Hospital/China Pharmaceutical University, Shanghai, China; Beijing Biostar Pharmaceuticals Co., Ltd., Beijing, China;
Department of Oncology, Shanghai GoBroad Cancer Hospital, Shanghai, China

Background:Utidelone is anovelmicrotubule inhibitor that offers several advantages including
improved efficacy and safety, broader anti-cancer spectrum, blood-brain barrier penetrance,
and response against multidrug-resistant tumors. Utidelone injection (UTD1) has been ap-
proved for advanced breast cancer in China. Previous studies have shown that utidelone
monotherapy is effective for advanced gastric and gastroesophageal junction adenocarcinoma
(GC) and esophageal squamous cell carcinoma (ESCC). This phase II study further explored the
efficacy and safety of utidelone in combinationwithPD-1 inhibitor and chemotherapy for the 1st

line treatment of advanced GC and ESCC.Methods: Eligible patients were recruited into the two
cohorts of metastatic and/or unresectable HER2 negative GC or ESCC, receiving utidelone
(30mg/m2/day iv on days 1–5 every 21-day) plus sintilimab (200 mg iv Q3W) and oxaliplatin
(130 mg/m2/day Q3W for up to 6 cycles), or utidelone (30mg/m2/day iv on days 1–5 every 21-
day) plus tislelizumab (200 mg iv Q3W) and capecitabine (2000mg/m2/day po on days 1–14
every 21-day), respectively, until disease progression or unacceptable toxicity. The primary
endpoint isORRand secondendpoints are CBR, PFS andsafety.Results:Theenrolmenthas been
completed for both cohorts from April 2023 to October 2024. There were 27 eligible patients
enrolled in the GC cohort withmedian age of 60 years (range 34-70), 6 females and 21males. 23
patients were evaluable for efficacy with an outcome of 11 confirmed PRs and 12 SDs including 4
unconfirmed PR, and 5 patientswere still receiving treatment (1-23 cycles). The confirmedORR
was 47.8%andCBRwas 100%. ThemPFSwas. 5.3months. Themost common$Grade 3TEAEs
included diarrhea (25.93%), neutropenia (14.81%), vomiting (14.81%), peripheral sensory
neuropathy (11.11%), anemia (11.11%) and leukopenia (11.11%). Other AEs were all Grade 1 or
2,with no treatment-related deaths. Therewere 20 eligible patients enrolled in the ESCC cohort
withmedian age of 61.5 years (range 47-70), 5 females and 15males. 18 patients were evaluable
for efficacy with an outcome of 6 confirmed PRs and 12 SDs, and 6 patients were still receiving
treatments (1-12 cycles). The confirmed ORR was 33.3% and CBR was 100%. TEAEs $Grade 3
occurred in 8 patients including hypokalemia, lymphopenia/leukopenia, peripheral sensory
neuropathy, hiccup, rash, pain, hypotension and anemia with one occurrence for each (5.5%).
Other AEs were all Grade 1 or 2, with no treatment-related deaths. Conclusions: Utidelone plus
PD-1 inhibitor and chemotherapy demonstrated promising efficacy and acceptable safety as
first-line treatment for advanced GC and ESCC. There are 11 patients still on the study receiving
continuous treatment. The final data will be provided at the time of presentation. Clinical trial
information: NCT04911907. Research Sponsor: Beijing Biostar Pharmaceuticals Co., Ltd.
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Fruquintinib in combination with camrelizumab and paclitaxel liposome and
nedaplatin as first-line treatment for advanced esophageal squamous cell carci-
noma (ESCC): A single-arm, phase II study.

Yanhong Gu, Tianzhu Qiu Jr., Lu Mingjie, Yuwen Dong; The First Affiliated Hospital of Nanjing Medical University, Nanjing, China; The First Affiliated Hospital of Nanjing
Medical University, Nanjing, Jiangsu, China

Background: Previous studies have indicated a synergistic effect of fruquintinib in combination
with chemotherapy or immunotherapy. Therefore, we conducted a phase II study to evaluate
the efficacy and safety of fruquintinib plus camrelizumab, paclitaxel liposome, and nedaplatin
as a first-line treatment for advanced esophageal squamous cell carcinoma (ESCC). Methods:
This study consisted of a dose-finding and a dose-expansion phase. A total of 33 to 36 eligible
patients with untreated advanced ESCC were planned for enrollment. In the dose-finding
phase, based on a standard 3+3 design, patients were treated with fruquintinib (3 mg, 4 mg,
5 mg, days 1-14, every 3 weeks, respectively, the initial fruquintinib dose was 4mg), in
combination with a fixed dose of camrelizumab 200 mg, paclitaxel liposome 135 mg/m2,
and nedaplatin 70 mg/m2 on day 1, every 3 weeks. In the dose-expansion phase, patients
received camrelizumab, paclitaxel liposome, nedaplatin and recommended phase 2 dose
(RP2D) of fruquintinib. A maximum of six cycles was administered, followed by maintenance
therapy with fruquintinib in combination with camrelizumab. The primary endpoint was
objective response rate (ORR). Secondary endpoints included disease control rate (DCR),
progression-free survival (PFS), and safety. Results: As of December 28, 2024, 22 patients
(20 males) were enrolled with a median age of 65 years (range 50-76). Among the 21 patients
with metastases, 19.0% (4/21) had a single metastatic site and 81.0% (17/21) had multiple
metastatic sites. In the dose-finding phase, no DLTs occurred in 3 patients at 4 mg and 6
patients at 5 mg, establishing fruquintinib’s RP2D as 5 mg. Of the 19 patients evaluable for
efficacy, 13 achieved a partial response, and6had stable disease. The confirmedORRwas 68.4%
(95% CI: 47.5%-89.3%) for all evaluable patients and 68.8% (95%CI: 41.3%-89.0%) for
patients receiving 5 mg dose of fruquintinib. The confirmed DCR was 100.0% (95%CI:
82.4%-100.0%). At a median follow-up of 5.1 (95%CI: 4.2-7.2) months, the median PFS
was 8.7 (95%CI: 5.2-not available [NA]) months, the 6-month PFS rate reached 81.7%. The
most common treatment-related adverse events (TRAEs) were anemia 72.7% (16/22), neu-
tropenia 40.9% (9/22), leukopenia, hypertension 31.8% (7/22). Grade$3 TRAEswere identified
in seven patients, including neutropenia 13.6% (3/22), leukopenia 13.6% (3/22), oral mucositis
9.1% (2/22), nausea 4.5% (1/22), vomiting 4.5% (1/22), headache 4.5% (1/22), and anemia 4.5%
(1/22). No treatment-related serious adverse events (TRSAEs) or deaths occurred. Conclusions:
The combination of fruquintinib, camrelizumab, paclitaxel liposome, and nedaplatin demon-
strated significant efficacy and manageable toxicity profile as a first-line treatment for
advanced ESCC, suggesting a potential new treatment strategy. Clinical trial information:
NCT06010212. Research Sponsor: None.
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Immune checkpoint inhibition in EBV-associated gastric cancer: A multi-center
international retrospective analysis.

Darren Cowzer, Choong-kun Lee, Joanne F. Chou, Chad Vanderbilt, Laura H. Tang, Marinela Capanu, Rosemary N. Plagens, Andrew Elliott, Matthew James Oberley,
Geoffrey Yuyat Ku, Yelena Y. Janjigian, Basma Greef, Giovanni Randon, Sara Lonardi, Filippo Pietrantonio, Chih-Yi Liao, Samuel J. Klempner, Kohei Shitara, Jeeyun Lee,
Steven Brad Maron; Memorial Sloan Kettering Cancer Center, New York, NY; Yonsei Cancer Center, Seoul, South Korea; Gastrointestinal Oncology Service, Memorial Sloan
Kettering Cancer Center, New York, NY; Caris Life Sciences, Irving, TX; Caris Life Sciences, Phoenix, AZ; Cambridge University Hospitals NHS Foundation Trust, Cambridge,
United Kingdom; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Veneto Institute of Oncology IOV, IRCCS, Padua, Italy; University of Chicago Medical Center,
Chicago, IL; Massachusetts General Hospital, Boston, MA; National Cancer Center Hospital East, Chiba, Japan; Samsung Medical Center, Seoul, South Korea

Background: Epstein-Barr virus associated gastric cancer (EBVaGC) is found in ~9% of GC and
is associated with a unique immunophenotype. Prior studies suggest 15-100% objective re-
sponse rates (ORR) to immune checkpoint inhibition (ICI), but survival outcomes are limited by
small cohort size. This study sought to clarify outcomes of ICI in EBVaGC across 9 global tertiary
cancer centers, evaluate if next-generation sequencing (NGS) can replace EBER ISH as the gold
standard for detection, and identify molecular features of ICI-responsive EBVaGC. Methods:
Retrospective data were collected on patients (pts) with metastatic EBVaGC and stratified into
patients receiving ICI alone or with chemotherapy, and by 1L vs. 2L+. Progression-free survival
(PFS) and overall survival (OS) were analysed using the Kaplan-Meier method and were
calculated from the start of treatment to the date of progression or death for PFS, and last
follow up or death for OS. Cox regression model stratified by regions was used to examine
factors associatedwith PFS. EBV viral readswere detected byNGS using independent cohorts by
MSK-IMPACT and Caris Life Sciences and concordance with EBER ISH was evaluated in each
cohort. Additional phenotypic classificationwas performed using clinicogenomic data from the
Caris Precision Oncology Alliance. Results: A total of 91 pts who received ICI in the metastatic
settingwere included.Median agewas 62 years (range 30-86) and91%weremalewith pts from
US (n= 15), Europe (n=5), andAsia (n=71). ECOGPSat the timeof ICIwas#1 in 97%.PD-L1CPS
score was $5 in 69%. Pts who received first-line chemotherapy + ICI (n = 42) achieved a 49%
investigator-assessed ORR (CR/PR), median PFS (mPFS) 8.3 months (mo), and median OS
(mOS) 38mo comparedwithmOS 18mo in pts receiving first-line chemotherapy alone (n = 35).
Ptswho received ICI-alone achieved a similar 49%ORRwith 1L and later linemPFS6moand 3.2
mo, respectively, which increase to 10.0 mo and 6.6 mo, when limiting to PD-L1 CPS .5.
Univariate analysis for PFS among all pts demonstrated improved outcomes in thosewhere PD-
L1 CPS score was $5 (HR = 0.57, 95%CI:0.34,0.97). EBV detection by MSK-IMPACT and Caris
achieved over 98% positive agreement and 99.9% negative agreement. Additional EBVaGC
transcriptomic immune phenotyping data will be presented. Conclusions: This global EBVaGC
experience demonstrated that EBVaGC can reliably be identified from NGS, negating the need
for costly EBER ISH. Furthermore, pts with EBVaGC achieve a high ORR on ICI with or without
concurrent chemotherapy. While 1L PFS was similar to non-EBVaGC, prolonged mOS was
achieved, potentially reflecting frequent conversion surgeries and regional differences. Even
among EBVaGC, immune heterogeneity exists, and PD-L1 CPS.5 identified ptswho derived ICI
benefit. Further research is needed to examine the patterns of disease progression in EBVaGC
treated with ICI. Research Sponsor: None.
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Second-line ASKB589 plus chemotherapy for advanced gastric or gastroesopha-
geal cancers: Results from cohort 5 of a phase I/II study.

Miao Zhang, Jifang Gong, Jufeng Wang, Huiting Xu, Yinghua Ji, Luwei Han, Jing Chen, Jianfeng Lu, Lin Shen; Department of Gastrointestinal Oncology, Beijing Cancer
Hospital, Beijing, China; Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing), Department of Early Drug Development Center,
Peking University Cancer Hospital and Institute, Beijing, China; Henan Cancer Hospital, Zhengzhou, China; Hubei Cancer Hospital, Wuhan, China; The First Affiliated
Hospital of Xinxiang Medical University, Xinxiang, China; Jiangsu Aosaikang Biopharmaceutical Co., Ltd, Nanjing, China; AskGene Pharma, Inc., Camarillo, CA; Department
of Gastrointestinal Oncology, Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education), Peking University Cancer Hospital & Institute, Beijing,
China

Background: ASKB589 is a humanized monoclonal antibody with enhanced affinity for
CLDN18.2 and increased ADCC activity. It has shown favorable safety profiles and promising
antitumor effects in phase I/II clinical study (NCT04632108) involving first-line patient(pt)s
with advanced gastric or gastroesophageal（G/GEJ） cancers. Here, we present the findings
from cohort 5 that ASKB589 in combination with chemotherapy as second-line treatment for
patients with advanced G/GEJ cancers. Methods: Cohort 5 from NCT04632108 is designed to
evaluate the safety and preliminary efficacy of ASKB589 (at 2 doses: 6mg/kg or 10mg/kg Q3W)
plus chemotherapy as second line treatment in pts with G/GEJ cancers. Eligible pts who had
confirmed progressive disease during treatment with first line standard of therapy were
enrolled. CLDN18.2 statuses were analyzed retrospectively using IHC DS-3 LDT assay. Primary
endpoint was safety. Secondary endpoints included objective response rate (ORR), disease
control rate (DCR), duration of response (DoR), progression free survival (PFS) assessed by
investigator per RECIST v1.1 and overall Survival (OS). Results: As of December 20, 2024, 47 pts
were enrolled in the 2L cohort and received6mg/kgASKB589plus chemotherapy. Among them,
44 pts were treated with 6mg/kg ASKB589 plus paclitaxel, while 2 pts received 6mg/kg
ASKB589 plus docetaxel, and 1 pt received 6mg/kg ASKB589 plus irinotecan. 17 (27%) pts
had received immunotherapy previously.The confirmed ORR was 34.2% in 38 measurable and
evaluable CLDN18.2 moderate to high GC/GEJ pts (CLDN18.2 moderate to high was defined
as $40% of tumor cells with $2+ intensity by immunohistochemistry). 14 pts (36.8%) had
stable disease, and the DCR was 71.1%. For the ASKB589 plus paclitaxel subgroup (n = 35, with
evaluable response), the confirmed ORR was 31.1%, DCR was 71.4%. In the intention-to-treat
analysis, the median PFS with 6mg/kg ASKB589 plus chemotherapy was 5.26months (95%CI:
2.66, 7.06), and the median OS was 11.14 months (95%CI: 8.80, 18.20). In the ASKB589 plus
paclitaxel subgroup, the median PFS was 4.63 months (95%CI: 2.04, 7.06) and median OS of
13.73 months (95%CI: 8.80, 18.20) respectively. Treatment related adverse events (TRAEs)
occurred in all pts including 26 (55.3%) pts with grade$3 TRAEs. The most common grade$3
TRAEs ($5%) were neutrophil count decreased (42.6%), white blood cell count decreased
(17%), lymphocyte count decreased (8.5%), and hypoalbuminemia (8.5%). Conclusions: The
results of cohort 5 from NCT04632108 have shown that ASKB589 plus chemotherapy, as 2L
treatment in ptswith advancedGC/GEJ cancers have promising antitumor activity and response
durability, especially in the ASKB589 plus paclitaxel subgroups. Both treatment regimens are
well tolerated. Further development of ASKB589 combination therapy for CLDN18.2-positive
GC/GEJ pts 2nd line treatment is planned. Clinical trial information: NCT04632108. Research
Sponsor: None.
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Efficacy of venadaparib plus irinotecan in homologous recombination deficiency
(HRD) gene mutations as 3+ line treatment in patients with metastatic gastric
cancer (mGC).

Won Sik Lee, Kyoung Soo Ha, Jeongsook Bang, Minju Hong, Myongjae Lee, Eun-Jihn Roh, Chan-Young Ock; Idience Co., Ltd., Seoul, South Korea; Idience Inc., Irvine, CA;
IDience Co., Ltd., Seocho-Gu, South Korea

Background: Tumors with homologous recombination deficiency (HRD) have been suggested
to be associated with a favorable response to poly (adenosine diphosphate [ADP]–ribose)
polymerase (PARP) inhibitors. The aim of this analysis was to evaluate the association between
the presence of HRD gene mutations and the efficacy of venadaparib, a novel PARP inhibitor,
plus irinotecan in patients with metastatic gastric cancer (mGC) who had progressed after at
least at least 2 lines of therapy. Methods: This was an exploratory analysis from a multi-
national, phase 1b/IIa trial of venadaparib plus irinotecan in patients with mGC
(NCT04725994). Tumor response was evaluated according to RECIST v. 1.1. Genomic analysis
was conducted using ctDNA (GuardantOMNIGene Panel version 1.0, Redwood City, CA) onDay 1
pre-dose. Results of the exploratory genomic analysis, which includes pathogenic or delete-
rious mutations of following genes: BRCA1/2, ATM, ATR, CHEK2, BARD1 were analyzed for
association with efficacy outcomes. Results: As of Dec 2024, 43 patients enrolled and objective
response (ORR), median progression-free survival (mPFS) and median overall survival (mOS)
were 20.9%, 4.2 (2.9-9.6) and 8.1 (6.8-11.5) months. 14 (32.6%) out of the 43 patients had at
least one HRD mutation (6 with ATM, 3 with BRCA1, 2 with BRCA2, 1 with BARD1, 1 with CHEK2
and 1 with ATRmutations, respectively). For the 14 patients with HRDmutation and 29 patients
with no HRD mutation, the ORR, mPFS (95% CI) and mOS (95% CI) were 35.7% vs. 13.8%, 5.6
(1.3-9.1) vs. 4.0 (2.7-5.4) months and 10.1 (6.8-12.0) vs. 8.0 (5.9-11.5) months respectively. For
11 patients with ATM or BRCA1/2 mutation, mPFS (95% CI) and mOS (95% CI) were 8.4 (1.2-
24.0) and 10.1 (6.8-34.4)months. At themaximumtolerable dose (MTD) level of venadaparib 20
mg/d on days 1 to 7 and irinotecan 100 mg/m2 at day 1 of a 2-week cycle, six of 15 patients had
HRD mutation, and mPFS (95% CI) and mOS (95% CI) were 4.1 (2.9-5.4) and 7.9 (5.9-11.5)
months; these data are still maturing. Conclusions: Venadaparib in combination with irino-
tecan demonstrated promising efficacy in patients withmGC, particularly thosewithHRD gene
mutations. Further development of this combination may warrant a biomarker-based ap-
proach. Clinical trial information: NCT04725994. Research Sponsor: Idience Co., Ltd.

Efficacy results in patients with homologous recombination deficiency mutation.

Patient #

Mutations in
HRD-related

Genes

Number of
Prior Palliative
Treatment

Best Overall
Response (%)

Treatment
Duration
(months)

Overall
Survival
(months)

82001-2103 BRCA2 3 SD 25.1 33.9
82004-2101 ATM 2 PR 38.3 37.3
82002-2103 ATR 3 PD 1.4 8.0
82004-2103 ATM 3 PD 1.3 6.7
82004-2102 BARD1 2 CR 5.6 11.6
82005-2101 ATM 2 SD 3.1 11.8
82005-2103 ATM 2 PR 4.9 8.3
82003-2203 BRCA2 2 SD 9.4 11.5
82005-2202 BRCA1 2 SD 6.2 7.0
82003-2201 CHEK2 3 PR 3.1 3.1
82002-2203 ATM 2 SD 1.0 1.0
82004-2201 ATM 2 SD 0.5 0.5
82003-2205 BRCA1 2 SD 2.8 2.8
82001-2201 BRCA1 2 SD 5.3 7.8
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Updated results of fruquintinib combined with PD-1 inhibitors and chemotherapy in
the first-line treatment of HER2-negative advanced gastric or gastroesophageal
junction adenocarcinoma (FDZL-FIX): A single-arm, open-label phase 2 study.

Chenchen Wang, Yuedi Dai, Mingzhu Huang, Wanjing Feng, Jieyun Zhang, Xiaoying Zhao, Xiaodong Zhu; Department of Medical Oncology, Fudan University Shanghai
Cancer Center, Shanghai, China; Department of Medical Oncology, Fudan University Shanghai Cancer Center, Minhang, Shanghai, China

Background: For unresectable locally advanced or metastatic HER2-negative gastric cancer
(GC), the combination of chemotherapy with immunotherapy, specifically PD-1 inhibitors, has
emerged as a new standard of care in first-line treatment of advanced GC, but the patients’
outcomes remain poor. Fruquintinib (Fru) is a highly selective inhibitor of VEGFR1/2/3. We
sought to explore the efficacy and safety of fruquintinib combined with PD-1 inhibitors and
chemotherapy in the first-line treatment of HER2-negative advanced gastric or gastroesoph-
ageal junction adenocarcinoma. Here, we report the updated results.Methods: Eligible pts with
HER2 negative locally advanced unresectable or metastatic gastric or gastrooesophageal
junction adenocarcinoma, without any systemic anticancer treatment for advanced disease
were included in the study. pts received 6 cycles of combined first line treatment with Fru (4mg
p.o. qd, d1-14, q3w, ) combined with PD-1 inhibitor (investigator’s choice of sintilimab 200mg
or nivolumab 360mg intravenously q3w) and chemotherapy (investigator’s choice of XELOX or
SOX) regimen. The following maintenance treatment was Fru combined with PD-1 inhibitor
and S-1/capecitabine until disease progression or intolerable toxicity. The primary endpoint
was progression-free survival (PFS). Secondary endpoints included objective response rate
(ORR), overall survival (OS), disease control rate (DCR) and safety.Results:As of Jan 24, 2025, a
total of 33 pts (22 male, 11 female) median age 62 (range: 35-77) were enrolled and received at
least one dose of treatment. 30 patients had at least one tumor assessment post treatment, with
an ORR of 80.0% (24/30; 95%CI 61.4-92.3) and DCR of 100%(30/30; 95%CI 88.4-100.0). In the
intention to treatment (ITT) population, themedian PFS was 9.43months (95% CI 5.29-13.24)
and the 9-month PFS rates was 57% (95%CI 40.0-83.0). The most common AEs of all grades
were neutrophil count decreased (33.3%), palmar-plantar erythrodysesthesia syndrome
(33.3%), and fatigue (30.3%). Conclusions:The combination of fruquintinib and chemotherapy
with PD-1 blockade in the first-line treatment for unresectable locally advanced or metastatic
HER2-negative GC had shown promising efficacy and acceptable safety profile. The results
warrant further investigations in a large cohort. Clinical trial information: NCT06158919.
Research Sponsor: None.
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Artificial intelligence-based prediction of claudin 18.2 expression and immune
phenotype to guide treatment decisions in patients with gastric cancer.

Hyung-Don Kim, Soo Ick Cho, Jinho Shin, Sangwon Shin, Taebum Lee, Jongchan Park, Sergio Pereira, Jaewon Hyung, Chan-Young Ock, Young Soo Park, Min-Hee Ryu; Asan
Medical Center, Seoul, South Korea; Oncology, Lunit Inc., Seoul, South Korea; Lunit, Seoul, South Korea; Lunit Inc., Seoul, South Korea; Department of Oncology, Asan
Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Department of Pathology, Asan Medical Center, University of Ulsan College of Medicine, Seoul,
South Korea

Background: With the increasing availability of immune checkpoint inhibitor (ICI)- and
targeted agent-based treatments for gastric cancer, evaluating predictive biomarkers to guide
first-line treatment has become increasingly complex. Claudin 18.2 (CLDN18.2) is a clinically
relevant target for zolbetuximab-based chemotherapy, typically assessed by immunohisto-
chemistry. However, limitations such as inadequate tumor specimens, high costs, and long
turnaround times pose a practical challenge.Methods: An artificial intelligence (AI) model was
developed to predict CLDN18.2 expression based on hematoxylin and eosin (H&E) slides from
459 patients with gastric cancer (derivation cohort). CLDN18.2 positivity was defined as
moderate-to-strong expression in $75% of tumor cells. The AI model utilized a Vision
Transformer-based architecture with amultiple-instance learning framework andwas trained
using five-fold cross-validation.Model performancewas validated in two independent cohorts:
an internal cohort of 381 patients treated with first-line ICI plus chemotherapy (ICI-Chemo) or
chemotherapy alone (Chemo-only) and an external cohort of 100 patients from diverse ethnic
backgrounds. Immune phenotypes (IPs) were assessed using an AI-powered whole slide image
analyzer to further stratify patient outcomes. Results: The prevalence of CLDN18.2 positivity
was 43.4% (derivation), 37.3% (internal validation), and 26.0% (external validation). The
model achieved an AUROC of 0.753 in the derivation cohort, with sensitivity and specificity
of 0.638 and 0.723, respectively. In the internal and external validation cohorts, AUROCs were
0.752 and 0.746, with similar sensitivity and specificity levels. Among the internal validation
cohort, patients were stratified into subgroups based on predicted CLDN18.2 positivity and IP
status. Among these, the subgroup predicted to be CLDN18.2-negative and inflamed IP dem-
onstrated the most significant benefit from ICI-Chemo compared to the Chemo-only group.
Conclusions: The AI model reliably predicted CLDN18.2 expression from H&E slides and
exhibited reliable performance. The differential survival outcomes observed in subgroups
stratified by AI-predicted CLDN18.2 expression and IP suggest its potential utility in guiding
first-line treatment decisions for gastric cancer patients. Research Sponsor: Lunit.

Hazard ratio (HR) for progression-free survival (PFS) and overall survival (OS).

Groups HR for PFS (95% CI) HR for OS (95% CI)

CLND18.2-negative and inflamed IP 0.37 (0.17–0.78, p=0.009) 0.41 (0.19–0.88, p=0.021)
CLDN18.2-negative and non-inflamed IP 0.75 (0.54–1.05, p=0.095) 0.81 (0.59–1.13, p=0.224)
CLDN18.2-positive and inflamed IP 0.67 (0.40–1.12, p=0.128) 0.62 (0.37–1.04, p=0.073)
CLDN18.2-positive and non-inflamed IP 1.60 (0.74–3.46, p=0.229) 1.23 (0.59–2.58, p=0.579)

reference: Chemo-only.
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Predictive value of homologous recombination-related gene mutations in survival
outcomes of first-line nivolumab plus chemotherapy for gastric cancer.

Yuna Lee, Hyung-Don Kim, Sun Young Lee, Hyungeun Lee, Jaewon Hyung, MeeSunMoon, Jinho Shin, Young Soo Park, Min-Hee Ryu; Department of Oncology, AsanMedical
Center, University of Ulsan College of Medicine, Seoul, South Korea; Department of Pathology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South
Korea

Background: Homologous recombination repair (HRR) gene mutations are associated with
genomic instability; however, their clinical value in the context of immune checkpoint inhibitor
(ICI)-based treatments in gastric cancer remains unclear. We investigated the efficacy of
nivolumab plus chemotherapy according to theHRRmutation status in advanced gastric cancer
patients. Methods: This single-center study included gastric cancer patients with available
panel sequencing results who were treated with first-line nivolumab plus chemotherapy (n =
115) or chemotherapy alone (n = 172) between July 2021 and March 2024. Mutation status of 17
HRR genes (BARD1, BLM, BRCA1, BRCA2, BRIP1, MRE11A, NBN, PALB2, PARP1, POLD1, RAD50,
RAD51, RAD51C, RAD51D, RAD52, RAD54L, and XRCC2) was assessed using targeted next-
generation sequencing. Treatment outcomes were compared according to the presence of
HRR mutations. Results: Among patients treated with nivolumab plus chemotherapy, 36.5%
harbored HRR mutations. Compared to the no HRR mutation group, the HRR mutation group
exhibited a higher objective response rate (92% vs. 63.2%, P = 0.010), longer progression-free
survival (PFS) (median 12.8 vs. 6.5months; hazard ratio [HR] 0.57, 95%confidence interval [CI]
0.36–0.91, P = 0.019) and overall survival (OS) (median not reached vs. 14.2 months; HR 0.40,
95% CI 0.23–0.71, P = 0.002). Among patients with HRR mutation, those treated with nivo-
lumab plus chemotherapy showed favorable survival outcomes compared to those treated with
chemotherapy alone (PFS: HR 0.44, 95% CI 0.27–0.71, P , 0.001; OS: HR 0.45, 95% CI
0.25–0.80, P = 0.007), but this was not the case for patients without HRR mutation (PFS:
HR 0.79, 95% CI 0.56–1.10, P = 0.156; OS: HR 0.90, 95% CI 0.63–1.28, P = 0.554). Conclusions:
The presence of HRR mutations was associated with favorable survival outcomes in patients
treated with nivolumab plus chemotherapy. Our findings suggest that HRR mutations may
serve as a potential predictive biomarker for first-line ICI-based chemotherapy in gastric
cancer. Research Sponsor: None.
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Clinical outcomes of first-line immune checkpoint inhibitors with chemotherapy in
advanced EBV-associated gastric cancer.

Dongwoo Cho, Seunghan Kim, Se Jun Park, Sook Hee Hong, MyungAh Lee, In-Ho Kim; Division of Medical Oncology, Department of Internal Medicine, Seoul St. Mary’s
Hospital, College of Medicine, The Catholic University of Korea, Seoul, South Korea

Background: EBV-associated gastric cancer (EBVaGC) is a distinct subgroup of GC with high
PD-L1/PD-L2 expression and immune cell infiltration. While several rationales support the
potential efficacy of immune checkpoint inhibitors (ICIs) in EBVaGC, clinical evidence from
large-scale trials is limited, and their effectiveness remains inconclusive. This retrospective
study evaluated the clinical outcomes of palliative first-line chemotherapy with or without the
addition of ICIs in patients with EBVaGC. Methods: We identified 217 patients diagnosed with
EBVaGC via in situ hybridization and evaluated their baseline characteristics, including HER2
expression, MSI status, and PD-L1 expression. Among these, 83 patients with metastatic
disease received palliative first-line treatment. Of the 77 HER2-negative patients, 23 were
treated with ICIs (nivolumab or pembrolizumab) combined with cytotoxic chemotherapy
(ICI+chemo), while 54 received chemotherapy alone. Survival outcomes and response rates
were compared between ICI+chemo and chemotherapy-alone groups. Results: Among 217
EBVaGC patients, 8.5%were HER2-positive, 2.6%were MSI-High, and PD-L1 CPS$10 and$5
was observed in 59.1% and 84.1%, respectively. InHER2-negative EBVaGC patients, ICI+chemo
showed significantly prolonged progression free survival (PFS) compared to chemotherapy
alone (median: 9.28 vs. 6.07 months; HR = 0.48; p = 0.031). There was no significant difference
in overall survival (OS) (median: 20.72 vs. 18.89 months; HR = 0.78; p = 0.508). The objective
response rate (ORR) and disease control rate (DCR) were significantly higher in the ICI+chemo
group than in the chemotherapy-alone group (ORR, 78.3%vs. 51.9%; OR = 3.29; p = 0.042; DCR,
100%vs. 79.6%; p = 0.028). In the ICI+chemo group, PD-L1 expression (cutoff: CPS 5 or 10)was
not significantly associated with survival outcomes or response rates. For CPS $5, the median
PFSwas 7.84months compared to 8.99months in the CPS, 5 group (p = 0.944), themedian OS
was 20.75 vs. 16.51 months (p = 0.131), and the ORR was 76.5% vs. 75.0%. For CPS $10, the
median PFS was 13.9 months compared to 8.69 months in CPS , 10 group (p = 0.580), the
median OS was 24.95 months vs. 20.33 months (p = 0.061), and the ORR was 81.8% vs. 70.0%.
Conclusions: To our knowledge, this study represents one of the largest cohorts including
patients with EBVaGCwho received first-line ICI+chemo. The addition of ICIs to chemotherapy
showed clinical benefit, including survival and response rates, compared to chemotherapy
alone in EBVaGC. Interestingly, the clinical benefit of ICI+chemo was observed in PD-L1 low
group as well as PD-L1 high group. Our results highlight the clinical potential of ICI addition to
chemotherapy in EBVaGC, and PD-L1 expression alone is insufficient as a predictive biomarker,
warranting further exploration of alternative predictors for immunotherapy efficacy in this
subgroup. Research Sponsor: None.
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Phase II trial of transarterial chemoembolization followed by sintilimab (anti-PD-1),
oxaliplatin, and S-1 combined with either trastuzumab (HER-2 positive) or apatinib
(HER-2 negative) as first-line therapy for gastric cancer with liver metastases.

Wei Song, Dan Sha, Leping Li, Binbin Gao, Xiaogang Sun, Jinshen Wang, Xu Zhou, Liang Shang, Changqing Jing, Chensheng Li, Wenmao Geng, Xiaobo Guo, Shulei Zhao,
Dechao Wang, Haiyan Jing, Cong Sun, Zhaofei Pang, Liguang Wang, Ziwei Yu, Mingyi Li; Department of Minimally Invasive Treatment of Cancer, Shandong Provincial
Hospital Affiliated to Shandong First Medical University, Jinan, China; Department of Gastrointestinal Surgery, Shandong Provincial Hospital Affiliated to Shandong First
Medical University, Jinan, China; Department of Hepatobiliary Surgery, Shandong Provincial Hospital Affiliated to Shandong First Medical University, Jinan, China;
Department of Gastroenterology, Shandong Provincial Hospital Affiliated to Shandong First Medical University, Jinan, China; Vascular Intervention Department, Shandong
Provincial Hospital Affiliated to Shandong First Medical University, Jinan, China; Department of Pathology, Shandong Provincial Hospital Affiliated to Shandong First
Medical University, Jinan, China; Department of Radiology, Shandong Provincial Hospital Affiliated to Shandong First Medical University, Jinan, China; Shandong University
of Traditional Chinese Medicine, Jinan, China

Background: Liver metastases contribute to immunotherapeutic resistance and unfavorable
outcomes. Transarterial chemoembolization (TACE) may alter the immunemicroenvironment
and enhance immunotherapy efficacy. In this trial, we assessed the efficacy and safety of TACE
followed by sintilimab (anti-PD-1), oxaliplatin and S-1 combined with either trastuzumab
(HER-2 positive) or apatinib (HER-2 negative) in the treatment of gastric cancer with liver
metastases (GCLM). Additionally, we explored gene mutations and the immune microenvi-
ronment between gastric cancer and its paired liver metastases. Methods: This single-center,
single-arm, phase II trial enrolled 31 treatment-naive patients with GCLM. Patients received
TACE for liver metastases, followed by sintilimab (200mg), oxaliplatin (130mg/m2) and S-1
(40-60mg bid for 14 days) every 3weeks combined with either trastuzumab (HER-2 positive, 8
mg/kg then 6mg/kg, q3w) or apatinib (HER-2 negative, 250mgqd) until disease progression or
intolerable toxicities. Tissue samples from gastric cancer and liver metastases were collected
before treatment for DNA and RNA detection. The primary endpoints were PFS and ORR. The
secondary endpoints were DCR, OS, and safety. Results: A total of 31 patients were enrolled,
median 63 (41-76) years old, 27 male, 26 multiple liver metastases and all adenocarcinoma. Of
them, 10 (32.3%) were HER2 IHC 3+, 7 (22.6%) HER2 IHC 2+/FISH+. Patients with PD-L1
CPS$5, , 1 accounted for 19.4%, 51.6% respectively. With the median follow-up time of
396 days, the patients received a median of 6 treatment cycles. As of January 25, 2025, 27
patients were included in the efficacy and safety analyses. The ORRwas 74.1%, with 5 CR, 15 PR,
3 SD, and 4 PD. DCR was 85.2%. The median PFS was 12 months, and the median OS was not
reached. One- and two-year PFS rateswere 51.6 and 27.1%, respectively. One- and two-year OS
rates were 89.1 and 74.0 %, respectively. Grade 3/4 treatment-related adverse events occurred
in 18.5% of the patients, notably neutropenia, neurotoxicity and thyroid and liver dysfunctions.
Forty-four unique mutated genes were identified in gastric cancer, which were involved in
PI3K-Akt and drug resistance pathways. In its paired liver metastases, 59 specific mutated
genes associated with MMR and cell cycle were identified. Liver metastases had more macro-
phages and CD8+ T cells, whereas NK and CD4+memory resting cells were fewer than those in
paired gastric cancer. Conclusions: TACE followed by sintilimab, oxaliplatin and S-1 combined
with either trastuzumabor apatinib demonstrated promising efficacy andmanageable safety as
first-line therapy for GCLM. Gastric cancer and its paired liver metastases exhibited distinct
gene mutations and immune microenvironment. Clinical trial information:
ChiCTR2200057726. Research Sponsor: None.
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Improving evidence-based treatment selection and patient-centered care in upper
GI cancers: A Project ECHO initiative.

Elena Elimova, Jaffer A. Ajani, Kelly Valla, Ilona Dewald, Samuel Dooyema, Jeffrey D. Carter, Cherilyn Heggen, Kelly E McKinnon; Princess Margaret Cancer Centre, Toronto,
ON, Canada; The University of Texas MD Anderson Cancer Center, Houston, TX; PRIME Education, New York, NY

Background: Accurate assessment of biomarkers (including HER2 and PD-L1) is integral to
treatment selection in upper gastrointestinal (GI) cancers. However, challenges in integrating
biomarker testing and targeted therapies are commonly reported in community settings. The
Project Extension for Community Healthcare Outcomes (Project ECHO) model addresses this
gap by connecting experts in tertiary care settings with rural healthcare teams. Through case-
based teaching, the model builds the knowledge and skills needed to provide evidence-based,
equitable care regardless of geographic location. Methods: In October 2024, 57 healthcare
professionals (HCPs) from 2 US and 4 Canadian community oncology clinics participated in
Project ECHO sessions. Led by an expert oncologist, each session featured interactive discus-
sions of real-world anonymized case presentations to address key practice gaps in integrating
biomarker-based therapies and coordinating multidisciplinary care for patients (pts) with
upper GI cancers. Following each session, HCPs developed and implemented site-specific
action plans to address gaps in care. Pre-activity and post-activity surveys measured the
impact on knowledge, confidence, and competence and 90-day follow-up surveys will be
collected to assess ongoing performance. Results: The top HCP-reported barriers to individ-
ualized care for pts with upper GI cancer included keeping up with the latest efficacy and safety
data (44%), selecting and sequencing treatments based on individual and disease factors (40%), and
limited availability/cost of biomarker testing (39%). Additionally, relatively few HCPs reported
providing supportive care services for the majority of their patients, such as palliative care
referrals (40%), distress screening (26%), psychosocial support (35%), and end of life counseling
(19%). Following the Project ECHO sessions, HCPs demonstrated improved knowledge, com-
petence, and confidence in biomarker testing andmanaging adverse events. Additionally, HCPs
planned to increase patient education about disease and treatment-related side effects (65%),
improve team education on biomarker testing and treatment selection (61%), establish standardized
biomarker testing protocols (35%), and increase supportive care referrals (22%). Team action plans
included implementing routine testing protocols, establishing a network of specialists to
coordinate care, and increasing education on the use of immunotherapy. Conclusions: Project
ECHO-based education improved HCP capacity to integrate biomarker-directed therapies and
coordinate multidisciplinary care for patients with upper GI cancers. Full findings will detail
long-term impacts on practice and inform future community-based ECHO initiatives. Research
Sponsor: Bristol Myers Squibb.
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Comparison of postoperative adjuvant therapy and surgery alone in pathological
N1-2 esophageal squamous cell carcinoma: A prospectivemulti-center randomized
controlled trial.

Yizhou Huang, Maohui Chen, Shuliang Zhang, Taidui Zeng, Weiming Chen, Chun Chen, Chun Chen; Fujian Medical University Union Hospital, Fuzhou, Fujian, China;
Department of Thoracic Surgery, Fujian Medical University Union Hospital, Fuzhou, China

Background: Due to the lack of prospective randomized controlled clinical studies, current
guidelines do not recommend postoperative adjuvant therapy, but rather observational follow-
up regardless of any stage. The aim of this study was to evaluate the effect of postoperative
adjuvant chemoradiotherapy and adjuvant chemotherapy on pathologic lymph node-positive
(pN1-2) esophageal squamous cell carcinoma (ESCC). Methods: Patients with pathologically
confirmed pN1-2 ESCC were randomly assigned to three groups: surgery alone (SA), post-
operative chemotherapy (POCT), or postoperative chemoradiotherapy (POCRT). The POCT
regimen included 2 to 4 cycles of docetaxel and cisplatin (75mg/m²), while the POCRT regimen
comprised 28 fractions of 5040Gy radiotherapy combined with docetaxel and cisplatin. Overall
survival (OS)was theprimary endpoint. Recruitmentwas terminated early due to the significant
benefit observed in the adjuvant therapy group and difficulties in enrollment.Results:A total of
145 patientswere enrolled (SA: n= 50, POCT: n=48, POCRT: n=47),with amedian follow-up of
55months. The overall survival rates at 3 and5 yearswere 76.1%and56.2% in thePOCRTgroup,
compared with 56.6% and 43.4% in the POCT group and 49.1% and 25.0% in the SA group,
respectively. The POCRT group showed significantly improved OS and DFS compared to the SA
group (OS, P = 0.003; DFS, P = 0.003). The incidence of grade 3 or higher adverse events was
39.6% in the POCT group and 44.7% in the POCRT group (P = 0.615). Conclusions: For patients
with pN1-2 ESCC, postoperative therapy, especially postoperative chemoradiotherapy, signif-
icantly improved the prognosis of patients compared with surgery alone. Clinical trial in-
formation: NCT04009265. Research Sponsor: Fujian Minimally Invasive Medical Center
(Thoracic Surgery), China; Key Laboratory of Cardio-Thoracic Surgery(Fujian Medical Uni-
versity), Fujian Province University; Fujian Institute of Cardio-thoracic Surgery, China.
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Combined PD-L1 expression and PD-1+ CD8 T cells to predict immunotherapy
outcomes in esophageal squamous cell carcinoma.

Qian Zhao, Shuping Cheng, Linlin Wang; Department of Radiation Oncology, Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong
Academy of Medical Sciences, Jinan, China; Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical Sciences,
Jinan, China

Background: Esophageal squamous cell carcinoma (ESCC), the predominant subtype of esoph-
ageal cancer in Asia, remains a challenging disease with poor prognosis due to frequent late-
stage diagnoses. Immune checkpoint inhibitors (ICIs), particularly those targeting the PD-1/
PD-L1 axis, have revolutionized cancer treatment but benefit only a subset of patients. The
identification of robust predictive biomarkers is critical to enhance patient selection and
optimize immunotherapy outcomes. In this study, we leveraged multiplex immunofluores-
cence to comprehensively evaluate the roles of PD-L1 and PD-1 expression, immune cell
subsets, and clinical factors in predicting immunotherapy efficacy in ESCC. Methods: We
analyzed baseline tumor samples from 147 ESCC patients treated with first-line ICIs using
multiplex immunofluorescence to assess the expression of PD-1, PD-L1, CD4, CD8, CD20, and
CD68. Patients were stratified by biomarker expression levels, with cut-off values determined
through ROC curve analysis to calculate AUC. Survival outcomes were analyzed, and multi-
variate Cox regression identified independent predictors of progression-free survival (PFS) and
overall survival (OS). Results: PD-L1 expression (HR 0.266, 95%CI 0.087-0.816, p = 0.021) and
PD-1+CD8+ T cells (HR 2.694, 95%CI 1.162-6.246, p = 0.021) emerged as independent pre-
dictors of PFS. High PD-L1 expression was associated with superior outcomes (mPFS: 7.6 vs.
5.5 months), while elevated PD-1+CD8+ T cell infiltration correlated with poorer outcomes
(mPFS: 6.0 vs. 7.2 months). Patients with a combination of high PD-L1 expression and low PD-
1+CD8+ T cells demonstrated the best prognosis, with a median PFS of 8.5 months, whereas
those with low PD-L1 expression and high PD-1+CD8+ T cells had the worst prognosis, with a
mPFS of 3.5 months. Clinical stage (HR 1.570, 95%CI 1.059-2.327, p = 0.025), BMI (HR 0.935,
95%CI 0.883-0.990, p = 0.015), and CD8+ T cell density (HR 0.896, 95%CI 0.824-0.975, p =
0.011) were identified as independent predictors of OS. Conclusions: Our findings uncover the
dual importance of PD-L1 expression and PD-1+CD8+ T cell infiltration as critical biomarkers
for predicting PFS in ESCC patients undergoing ICIs. Moreover, clinical factors such as BMI,
tumor stage, and intratumoral CD8+ T cell density significantly impact OS. Research Sponsor:
None.
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Temporal and spatial expression of CLDN18.2 in gastric cancer and gastro-
esophageal junction cancer.

Qiaoqi Li, Xiangfei Zeng, Lianli Zeng, Cheng Yi, Hongfeng Gou; West China Hospital, Chengdu, Sichuan, China; West China Hospital of Sichuan University, Chengdu, Sichuan,
China; West China Hospital of Sichuan University, Chengdu, China; Department of Medical Oncology, Cancer Center, West China Hospital of Sichuan University, Chengdu,
Sichuan, China

Background: Recent studies have demonstrated the promising efficacy of CLDN18.2-targeted
therapy in patientswith gastric cancer (GC) or gastroesophageal junction cancer (GEJC)who are
positive for CLDN18.2. This study aims to investigate the temporal and spatial consistency of
CLDN18.2 expression in GC and to provide a comprehensive overview of its expression patterns.
Methods:The expression of CLDN18.2 in primaryGC tumors (biopsy/surgical) and correspond-
ing peritoneal metastases (PM) was evaluated by quantifying cell membrane staining intensity
with a validated semi-quantitative assay. CLDN18.2 positivity was defined when tumor cells
with staining intensity (2+) and (3+) summed up to $ 75% of all. The Kappa test evaluated
CLDN18.2 expression consistency across sample types, and the McNemar test compared its
positive rates in paired samples. Results: Between February 2023 and April 2024, 536 patients
were enrolled at the Gastric Cancer Center of West China Hospital, Sichuan University. The
cohort comprised 399 in-situ biopsy samples, 240 radical gastrectomy samples, and 27
peritoneal biopsy samples. Among them, 109 patients had biopsy and surgical specimens,
and 26 underwent preoperative neoadjuvant therapy. Among 399 biopsy specimens, 131
(32.8%) had positive CLDN18.2. In 240 surgical specimens, 167 (27.9%) were positive. In 27
peritoneal nodule specimens, 10 (37.0%) were positive. No significant differences were found
(x2 = 2.128, P = 0.345). Among 109 patients with paired biopsy and postoperative pathology,
CLDN18.2 expression concordance was 80.7% (88/109, Kappa = 0.562). In 27 peritoneal
metastasis patients, it was 77.8% (21/27, Kappa = 0.503). For 26 chemo-resected patients,
the pre-and post-chemo positive concordance was 80.8% (21/26, Kappa = 0.524). All showed
moderate consistency. CLDN18.2 expression significantly correlated with several factors, in-
cluding gender (P = 0.002), histological subtype (P = 0.003), tumor location (P = 0.007),
histological classification (P = 0.035), and EBV status (P = 0.006). Higher rates were in females,
signet-ring cell carcinoma, non-GEJ tumors, poorly differentiated tumors, and EBV-positive
patients.Conclusions:CLDN18.2 iswidely present in both primary gastric cancer and peritoneal
metastatic lesions. Expression consistency exists moderately between biopsy and surgical
specimens, and primary and metastatic tissues. Consistency stays strong pre- and post-
neoadjuvant therapy. Its expression links to clinical and molecular traits. This study compre-
hensively analyzed it, providing a better basis for CLDN18.2-targeted patient selection. Re-
search Sponsor: None.
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Safety and efficacy of endoscopic treatment with mucosal resection, radio-
frequency ablation, and cryotherapy in the curative treatment of early esophageal
squamous cell cancer and dysplasia.

Sidra Naz, Ahmed Elhariri, Wei Qiao, Christopher Matthew Manuel, Marta Davila, Mehnaz Azra Shafi; The University of Texas MD Anderson Cancer Center, Houston, TX;
Department of Biostatistics, The University of Texas MD Anderson Cancer Center, Houston, TX; University of Texas MD Anderson Cancer Center, Houston, TX

Background: Endoscopic esophageal treatment (EET), by radiofrequency ablation (RFA),
cryoablation (Cryo), and endoscopicmucosal resection (EMR) has not been extensively studied
in early esophageal squamous cell carcinoma (SCC). Aim: To assess the safety and success of
EET in curative treatment of early esophageal SCC: (T1a, T1b, T2) and squamous cell dysplasia
(SCD). Methods: We retrospectively reviewed records of patients with SCC (T1a, T1b, T2) and
SCD treated with EET from January 2010 to August 2024. All patients had at least one follow-up
endoscopic biopsy after treatment. Results: 62 patients met the eligibility criteria. Table. 46
patients (74%) had T1a (n=36.5%) or T1b (n=10.1%) SCC. T2 patients (21%) received ETT for
local recurrence after chemoradiation. The most frequent ETT was EMR + RFA, n= 26 (41.9%)
and RFA, n=20 (32%). In the first biopsy after treatment, 46 of the 62 patients (74.1%) had no
residual cancer. This number increased after further ETT. 2 years after treatment only 4patients
had persistent cancer. BMI is significantly associated with survival status. No patient had
disease progression that required surgery. Strictures formed in 15 patients (24%) post- ETT.
Conclusions: ETT provides curative treatment of early SSC in up to 94% of patients. Research
Sponsor: None.

Association between cancer persistence at first post-biopsy with various demographic and clinical
variables.

Patient Characteristics Total N=62 P-value

Sex (%)
Male 28 (45.16%) 0.49

Female 34 (54.84%)
Race (%)

White / Caucasian 52 (83.87%) 0.716
Hispanic 2 (3.23%)
Black 2 (3.23%)
Asian 4 (6.45%)

BMI, median (range) N = 62 24.02 (15, 44.5) 0.045
Smoking Status (%)

No 25 (40.32%) 0.182
Yes 37 (59.68%)

Alcohol Drinking (%)
No 22 (35.48%) .0.99
Yes 40 (64.52%)

Squamous Dysplasia (%)
none 59 (95.16%) .0.99
Low 1 (1.61%)
High 2 (3.23%)

Squamous tumor staging (%)
none 3 (4.84%) 0.174
T1a 36 (58.06%)
T1b 10 (16.13%)
$T2 13 (20.97%)

Squamous Tumor Differentiation (%)
Well 5 (8.2%) 0.707

Moderate 47 (77.05%)
Poor 9 (14.75%)

Lymphovascular Invasion (%)
No 57 (91.94%) .0.99
Yes 5 (8.06%)

1b) Patient survival status - Immediate Post-Treatment Pathology Finding
Patient Characteristics Total N=62
First biopsy post-treatment finding (%)

No dysplasia or cancer 37 (59.68%)
Persistent cancer (Failure

of t/t)
16 (25.81%)

Persistent Dysplasia 9 (14.52%)
1c) Patient survival status ‡2 years post-treatment, excluding patients with no data or recurrent cancer/
dysplasia

Patient Characteristics Total N=21
Biopsy finding (%)

No dysplasia or cancer 15 (71.43%)
Persistent cancer (Failure of t/t) 4 (19.05%)

Persistent Dysplasia 2 (9.52%)
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Safety and efficacy of camrelizumab combined with radiotherapy as neoadjuvant
therapy for locally advanced esophageal squamous cell carcinoma: A prospective
single-arm phase II clinical trial.

Yizhou Huang, Maohui Chen, Shuliang Zhang, Taidui Zeng, Weiming Chen, Chun Chen, Chun Chen; Fujian Medical University Union Hospital, Fuzhou, Fujian, China;
Department of Thoracic Surgery, Fujian Medical University Union Hospital, Fuzhou, China

Background: Neoadjuvant chemoradiotherapy followed by esophagectomy is the standard of
care for locally advanced esophageal squamous cell carcinoma (ESCC). However, approximately
30%of patients still develop distantmetastases and have a high incidence of treatment-related
adverse events. Immunotherapy, as a new modality for anti-cancer treatment, has shown
promising clinical benefits for patients with ESCC. The synergistic effects of immunotherapy
and radiotherapy make their combination promising as neoadjuvant treatment for locally
advanced ESCC.Methods: All participants whomeet the inclusion criteria will be enrolled after
signing the informed consent form. Patients with thoracic segment esophageal cancer with
clinical stage T2-3 N0 M0 or T2-3 N+ M0 will be included. They will be treated with radical
surgery within 4–8 weeks after the completion of two cycles of neoadjuvant radiotherapy in
combination with camrelizumab according to the study schedule. The primary endpoint is the
major pathological remission rate of all per-protocol patients. The secondary endpoints are the
R0 resection rate, pathological complete remission rate, and adverse events. The interim
analysis will be conducted after half of the planned number of patients have been enrolled.
The trials will be terminatedwhenmore than two treatment-related deaths occur or fewer than
five patients have major pathological remission. Results: A total of 25 patients were enrolled, 3
patients did not undergo surgery, of which 1 had imaging CR after neoadjuvant therapy and
refused surgical treatment; 1 progressed during neoadjuvant therapy, and the other had
immune pneumonitis and renal insufficiency during neoadjuvant therapy. The final results
of the study noted that of the 22 patientswhounderwent surgery. Twelve of 22 (54.5%) patients
had a pathologic response, all consisting of an MPR with#10% RVT, including 8 of 22 (36.4%)
pathologic complete responses.Conclusions:TheNRIT regimen is safe and feasible for patients
with ESCC. Clinical trial information: NCT05176002. Research Sponsor: Key Laboratory of
Cardio-Thoracic Surgery (Fujian Medical University), Fujian Province University; Fujian Min-
imally Invasive Medical Center (Thoracic Surgery), China; Fujian Institute of Cardio-thoracic
Surgery, China.
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A real-world, propensity-matched analysis of second-line (2L) FOLFIRI-Ram versus
Ram-Pac in advanced upper gastrointestinal cancers.

Jonathan Hyak, Peifeng Ruan, Amy Little Jones, Nilesh Verma, Victoria Chung, Udhayvir Singh Grewal, Deepak Vadehra, Sam C. Wang, Matthew R. Porembka,
Shahed Badiyan, Nina Niu Sanford, Syed Mohammad Ali Kazmi, Timothy J. Brown; UT Southwestern Medical Center, Dallas, TX; University of Iowa Hospitals and Clinics,
Iowa City, IA; Roswell Park Comprehensive Cancer Center, Buffalo, NY

Background: Given historically poor outcomes for advanced upper gastrointestinal (UGI)
cancers, there is an urgent need for effective 2L treatments. Since the phase III RAINBOW
trial, combination ramucirumab and paclitaxel (Ram-Pac) has filled this role; however, this
regimen is plagued by dose-limiting toxicities, specifically neuropathy. The phase II RAMIRIS
trial demonstrated the efficacy and tolerability of FOLFIRI-Ram as an alternative 2L, even if it
did not improve survival over Ram-Pac. Real-world data to support its use, however, are
lacking. Methods: The nationwide Flatiron Health electronic health record-derived de-
identified database, which includes treatment data from around 280 cancer clinics across
the United States, was queried for patients treated for unresectable or metastatic UGI cancers
with 2L Ram-Pac or FOLFIRI-Ram from January 2011-June 2024. Demographics and lab values
at timeof treatmentwere extracted. Study cohortswere derivedusing agreedymatchbasedona
logit model to predict propensity scores from key clinical and laboratory characteristics;
patients were matched 1:6 (FOLFIRI-Ram:Ram-Pac) given expected imbalances in sample
size. The endpoints of interest were overall survival (OS) and real-world time to treatment
discontinuation (rwTTD), determined via Kaplan-Meier method, log-rank test, and Cox pro-
portional hazards model. A hybrid approach was used to construct a multivariate Cox model.
Results: Of 15,908 UGI cancer patients identified, 631 received 2L Ram-Pac and 40 received 2L
FOLFIRI-Ram. After matching, 40 FOLFIRI-Ram and 240 Ram-Pac patients were included.
Median OS from initiation of 2L therapy was 9.7 months with FOLFIRI-Ram (95% CI 6.9-12.3)
and 7.7months with Ram-Pac (95%CI 6.2-8.8), with a hazard ratio (HR) for death of 0.74 with
FOLFIRI-Ram versus Ram-Pac (95% CI 0.50-1.11, p = 0.14). Similar results were seen in the
multivariate model (HR 0.72, 95% CI 0.49-1.08, p = 0.114) after adjustment for albumin,
neutrophil:lymphocyte ratio, and alkaline phosphatase. The median rwTTD with FOLFIRI-
Ramwas 5.2months (95%CI 4.1-6.2), compared to 3.7monthswithRam-Pac (95%CI 3.2-4.3).
The HR for treatment discontinuation was 0.70 with FOLFIRI-Ram versus Ram-Pac (95% CI
0.48-1.00, p = 0.048). The reduced hazard for treatment discontinuation with FOLFIRI-Ram
persisted in themultivariatemodel (HR 0.67, 95%CI 0.46-0.97, p = 0.033) after adjustment for
ECOG status, history of prior surgery, PDL1, albumin, and neutrophil:lymphocyte ratio.
Conclusions: In a real-world propensity-score matched analysis, no survival difference was
noted with the combination of FOLFIRI-Ram compared to Ram-Pac, however FOLFIRI-Ram
was associatedwith a significantly longer rwTTD. Altogether, these data suggest FOLFIRI-Ram
is a viable and tolerable alternative for 2L treatment of UGI cancers. Research Sponsor: None.
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Disitamab vedotin (RC48), tislelizumab, and S-1 as first-line therapy for HER2-
overexpressing advanced gastric or gastroesophageal junction adenocarcinoma
(GC/GEJC): Updated results from the RCTS trial.

Lian Liu, Song Li, Zimin Liu, Yanguo Liu, Kainan Li, Lei Cong, Fangli Cao, Aina Liu, Haiyan Liu, Ling Li, Linli Qu, Yi Zhai, Feng Wang, Jisheng Li, Duanbo Shi, Jiahui Chu,
Di Zhang, Zhaodi Nan, Qian Xu, Shulun Nie; Qilu Hospital of Shandong University, Jinan, China; The Affiliated Hospital of Qingdao University, Qingdao, China; Qilu Hospital
of Shandong University, Jinan, Shandong, China; The Third Hospital of Shandong Province, Jinan, China; Shandong Provincial Hospital Affiliated to Shandong First Medical
University, Jinan, China; Qilu Hospital of Shandong University, Qingdao, China; Yantai Yuhuangding Hospital, Yantai, China; The Second Affiliated Hospital of Shandong
First Medical University, Taian, Shandong, China; Tengzhou Central People’s Hospital, Tengzhou, China; Zibo Center Hospital, Zibo, China; Binzhou Medical University
Hospital, Binzhou, China; Department of Medical Oncology, Qilu Hospital of Shandong University, Jinan, China

Background: Anti-PD1 antibody has significantly improved survival in patients with HER2-
overexpressing and PD-L1 combined positive score (CPS) $1 GC/GEJC when added to trastu-
zumab and chemotherapy. Recent trials revealed that HER2-targeted antibody-drug conju-
gates, including RC48 and Trastuzumab Deruxtecan, combined with anti-PD1 antibody, have
also shown promising efficacy in this population. This study reports updated survival results of
RC48 combined with tislelizumab and the oral fluoropyrimidine S-1 as first-line therapy for
patients with HER2-overexpressing GC/GEJC. Methods: This single-arm, multicenter clinical
trial enrolled patients with unresectable or metastatic HER2-overexpressing (IHC 3+ or 2+,
regardless of FISH status) first-line GC/GEJC. Patients received RC48 (2.5mg/kg), tislelizumab
(200 mg), and S-1 (40-60 mg BID for 14 days) every 3 weeks until disease progression (PD) or
intolerable toxicity. The primary endpoint was objective response rate (ORR). Secondary
endpoints were progression-free survival (PFS), overall survival (OS) and safety. Results: 57
patients from9 centerswere enrolled, 71.9%HER2 IHC 3+, 17.5% IHC 2+/FISH+, and 10.5% IHC
2+/FISH-. 14.9% and 36.2% had CPS$5 and $1, respectively. Median follow-up was
11.8 months. In the intent-to-treat population, the confirmed ORR (cORR) was 89.4% (51/
57, 95% CI: 78.5-96.0%), themedian PFS (mPFS) was 12.7 months (95% CI: 10.9-NA), and the
18-month OS rate (18m-OSr) was 72.7% (95% CI: 60.0-88.5%). In the per-protocol set
(excluding patients with no PD at the first assessment but refused a second evaluation), the
cORR was 92.7% (51/55, 95% CI: 82.4-98.0%), the mPFS was 13.2 months (95% CI: 10.9-NA),
and the 18m-OSr was 76.3% (95% CI: 63.0-91.7%). In the HER2-positive and -negative
subgroups, the ORRs were 92.1% (95% CI: 81.1-97.8%) and 66.7% (95% CI: 22.3-95.7%),
the mPFS was 12.6 months (95% CI: 11.0-NA) and 7.7 months (95% CI: 7.1-NA), and the 18m-
OSr was 74.7% (95% CI: 61.3-91.1%) and 62.5% (95% CI: 32.0-100%), respectively. In the
CPS $1 and CPS , 1 subgroups, ORRs were 92.3% (95% CI: 74.9-99.1%) and 87.1% (95% CI:
70.2-96.4%), themPFSwas 16.8months (95% CI: 11.3-NA) and 11.4months (95% CI: 8.5-NA),
and the 18m-OSr was 80.4% (95% CI: 62.1-100%) and 67.4% (95% CI: 50.7-89.5%), re-
spectively. The grade 3-4 treatment-related adverse events (AEs) was 63.2%. The most
commonAEswereneutropenia, fatigue, and leukopenia. Anexploratory studywith longitudinal
sequencing of circulating tumor DNA is ongoing. Conclusions: The combination of RC48,
tislelizumab and S-1 as a first-line therapy shows encouraging response rates and survival
benefits in HER2-overexpressing GC/GEJC, especially in HER2-positive or CPS $1 patients,
supporting further evaluation in randomized controlled trials. Clinical trial information:
NCT05586061. Research Sponsor: None.
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Health-related quality of life (HRQoL) with paclitaxel plus ramucirumab (PTX-RAM)
switch maintenance versus continuation of first-line fluoropyrimidine and oxali-
platin (FOX) chemotherapy (ChT) in patients (pts) with advanced HER2-negative
gastric or gastroesophageal junction (G/GEJ) cancer: A secondary endpoint of the
ARMANI phase 3 randomized trial.

Eleonora Cristarella, Giovanni Randon, Sabina Murgioni, Ferdinando De Vita, Samantha Di Donato, Elisa Giommoni, Andrea Spallanzani, Alessandro Bittoni, Claudio Chini,
Antonia Strippoli, Tiziana Pia Latiano, Oronzo Brunetti, Stefano Tamberi, Giovanni Gerardo Cardellino, Daniele Spada, Lorenzo Fornaro, Sara Alessandrini, Massimo Di Maio,
Filippo Pietrantonio, Margherita Ambrosini; Fondazione IRCCS Istituto Nazionale dei Tumori di Milano, Milan, Italy; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan,
Italy; Oncology Unit 1, Department of Medical Oncology, Veneto Institute of Oncology IOV - IRCCS, Padua, Italy; Division of Medical Oncology, Department of Precision
Medicine, University of Campania “L.Vanvitelli”, Naples, Italy; Medical Oncology Department ASL Toscana Centro, Santo Stefano Hospital, Prato, Italy; Medical Oncology
Unit, Careggi University Hospital, Florence, Italy; University Hospital of Modena, Modena, Italy; Department of Medical Oncology, IRCCS Istituto Romagnolo per lo Studio dei
Tumori (IRST) “Dino Amadori”, Meldola, Italy; Department of Medical Oncology, ASST Sette Laghi, Ospedale di Circolo e Fondazione Macchi, Varese, Varese, Italy;
Comprehensive Cancer Center, Fondazione Policlinico Universitario A. Gemelli IRCCS, Catholic University of the Sacred Heart, Rome, Italy; Department of Oncology,
Fondazione IRCCS "Casa Sollievo della Sofferenza" Hospital, San Giovanni Rotondo, Foggia, Italy; IRCCS Istituto Tumori Giovanni Paolo II, Bari, Bari, Italy; Medical
Oncology, Ospedale Santa Maria delle Croci, Ravenna, Italy; Department of Oncology, Presidio Ospedaliero "Santa Maria della Misericordia"- Azienda Sanitaria Universitaria
Friuli Centrale, Udine, Italy; Oncology Unit, ASST Cremona, Cremona, Italy; Azienda Ospedaliero Universitaria Pisana, Pisa, Italy; Department of Oncology, University of
Turin, Aou Città Della Salute e Della Scienza Di Torino, Turin, Italy; Department of Medical Oncology, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy

Background: PTX-RAM switch maintenance significantly improved PFS (HR 0.61, 95%CI
0.48–0.79; p = 0.0002) and OS (HR 0.75, 95%CI 0.58–0.96; p = 0.025) versus continuation
of FOX first-line ChT in the ARMANI trial, with a higher incidence of grade $3 treatment-
related adverse events and an increased number of hospital visits. Here we present HRQoL
results. Methods: ARMANI was an Italian multicenter, open-label, randomized, phase 3 trial
enrolling pts with HER2-negative G/GEJ cancer who had disease control after a 3-month FOX
induction ChT, and randomized to switch maintenance with PTX-RAM or the continuation of
FOX. EuropeanOrganisation for Research and Treatment of Cancer (EORTC) QLQC30, QLQOG25
and EuroQol EQ5Dwere assessed at randomization and every 8weeks until progression. HRQoL
changes over time were described by: (i) mean changes from baseline at each time point, (ii)
distribution of improved/stable/worse at 8 weeks and (iii) time to QoL deterioration (TTD),
defined as the time from randomization to a worsening $ 10 points of global QoL in EORTC
QLQC30. Mean changes were compared by a linear regression model, with baseline values as
covariates. Proportion of improved/stable/worse was compared by Chi square test. Kaplan-
Meier and Cox proportional hazards model were used for TTD estimation. Results: Of the 280
pts randomized, 198 (71%; 109/144 with PTX-RAM and 89/136 with FOX) and 133 (48%; 81/144
and 52/136) completed baseline and 8-weeks assessment of EORTC and EQ5D, respectively.
Mean baseline scores of global HRQoL were 66.90 (standard deviation [SD] 20.71) with PTX-
RAM and 70.97 (SD 19.39) with FOX. Global QoL at 8-weeks assessment was better with PTX-
RAM versus FOX both in terms of mean changes from baseline (+2.17 vs -8.51, delta 10.68, p =
0.015) and in terms of proportion of improved/stable/worse (improved 24.7% vs 4.2%, stable
56.2% vs 64.6%, worse 19.2% vs 31.3%, p = 0.009). TTD was significantly longer for PTX-RAM
versus FOX (median TTD 7.6 vs 3.8 months, HR 0.52, 95%CI 0.33-0.82; p = 0.005). Mean
changes from baseline after 8 weeks for functional scales and symptoms of QLQC30 and
QLQOG25 showed significant improvement for PTX-RAM vs FOX for role functioning (p =
0.006), nausea/vomiting (p=0.002), pain (p=0.016), appetite loss (p=0.03) anddysphagia (p =
0.028); hair loss was worse with PTX-RAM (p = 0.024). VAS score from EQ5D was not
significantly different between the two treatments for all the assessments. Conclusions: In
pts with HER2-negative advanced G/GEJ cancer, PTX-RAM switch maintenance, beyond a
significant benefit in PFS and OS, showed significant benefit in terms of HRQoL, reducing
symptoms and delaying global QoL deterioration. Clinical trial information: NCT02934464.
Research Sponsor: None.
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Feasibility of circulating tumor DNA-based minimal residual disease (ctDNA-MRD)-
guided adjuvant chemotherapy in patients with stage II-III gastric cancer (GC): An
adaptive trial (MRD-GATE).

Lian Liu, Song Li, Hui Qu, Wenbin Yu, Xin Zhang, Pengyu Li, Xiaohan Cui, Meng Wei, Di Zhang, Mingchi Ma, Jin Hu, Chengjun Wang, Beian Xia; Department of Medical
Oncology, Qilu Hospital of Shandong University, Jinan, China; Department of General Surgery, Qilu Hospital of Shandong University, Jinan, China; Department of
Emergency Surgery, Qilu Hospital of Shandong University, Jinan, China

Background: Although adjuvant chemotherapy (ACT) is the standard treatment for stage II-III
GC, this strategy lacks precision treatment options, and many patients cannot tolerate the
adverse events (AEs) of ACT. ctDNA-MRD detection has been shown to predict recurrence risk.
The aim of this study (NCT06157216) was to evaluate the feasibility of MRD-guided treatment
in these patients. Methods: Patients with stage II-III GC who underwent R0 resection and D2
gastrectomy were enrolled. Tumor-informed ctDNA-MRD testing was performed at baseline
(28 days after surgery) and subsequently at 3, 6, 9, 12, 18, 24, 30, and 36 months after surgery.
ACTwas tailored according toMRD status: baselineMRD-negative (MRD (-)) patients received
de-escalated therapy (observation for stage II and S-1monotherapy for stage III) and switched
to combined ACT (SOX, S-1 plus oxaliplatin, or XELOX, capecitabine plus oxaliplatin) if MRD
became positive, while baseline MRD-positive (MRD (+)) patients underwent combined ACT.
The primary endpoint was 3-year disease-free survival rate (yDFSr). Secondary endpoints
included the treatment de-escalation rate, DFS by MRD status, cumulative recurrence risk
(CRR), 3-year overall survival rate (yOSr) and safety. Results: 65 patients were enrolled, with a
median age of 60 years (range: 34-83), and 83.1% (54/65) were male, 31 patients had stage II
and 34 patients had stage III GC. At baseline, 21.5% patients (14/65) were MRD(+) and received
combination ACT. Among the 51 baselineMRD(-) patients, 45 received de-escalated therapy at
onset (9 received combinationACTafterMRDconversion) and6 received combinationACT. The
median follow-up time was 13.3 (range: 9.3-15.7) months. In the intention-to-treat popula-
tion, the overall 1-yDFSr was 86.2% (90% CI: 79.4-93.5%), the 1-yOSr was 96.9% (90% CI:
93.5-100%) and the CRRwas 13.8% (95%CI: 6.5-24.7%). The treatment de-escalation ratewas
69.2% (45/65, 95%CI: 56.6-80.1%). Grade 3-4 AEs occurred in 24.6% (95%CI: 14.8%-36.9%)
of patients. Baseline MRD (+) patients had a shorter DFS compared to MRD (-) ones (1-yDFSr:
57.1% vs. 94.1%, HR = 9.66, 95% CI: 2.40-38.81, log-rank P, 0.0001). Patients with sustained
MRD (-) had the best DFS (1-yDFSr: 100%), while those with sustained MRD (+) had the
shortest DFS. Patients with MRD conversion from positive to negative or from negative to
positive had intermediate DFS (1-yDFSrs: 72.7% and 70.0%, respectively). In 9 patients with
recurrence, ctDNA-MRD positivity identified recurrence a median of 3.4 months earlier than
radiology. Conclusions:MRD-guided ACT for stage II-III GC significantly reduced the ACT rate,
and increased the de-escalated CT rate, resulting in good disease-free survival and fewer side
effects. The results of this MRD-guided precision of ACT deserve to be confirmed by large
randomized clinical trials. Clinical trial information: NCT05585580. Research Sponsor: None.
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Development and validation of the gastric risk immuno-progression score (GRIPS)
in advanced gastric and gastroesophageal junction adenocarcinoma treated with
first-line chemotherapy plus nivolumab: Results from the ORACLE study.

Dario Spanu, Pina Ziranu, Andrea Pretta, Riccardo Cerantola, Francesca Salani, Silvia Ortolani, Emanuela Di Giacomo, Alessandra Pia D’Agata, Giada Grelli,
Adelaide Mazzocca, Eleonora Perissinotto, Laura Pala, Francesco Mangogna, Jessica Lucchetti, Riccardo Giampieri, Lorenzo Fornaro, Alessandro Pastorino,
Giuseppe Aprile, Floriana Nappo, Mario Scartozzi; Medical Oncology Unit, University Hospital and University of Cagliari, Cagliari, Italy; Veneto Institute of Oncology IOV,
IRCCS, Padua, Italy; Azienda Ospedaliero-Universitaria Pisana, Pisa, Italy; Ospedale San Bortolo AULSS 8 Berica, Vicenza, Italy; Operative Research Unit of Medical
Oncology, Fondazione Policlinico Universitario Campus Bio-Medico, Rome, Italy; Clinical Oncology, Department of Clinical and Molecular Sciences, University Politecnica
delle Marche - University Hospital "Azienda Ospedaliero Universitaria delle Marche", Ancona, Italy; Humanitas Gavazzeni, Bergamo, Italy; Medical Oncology Unit 1, IRCCS
Ospedale Policlinico San Martino, Genova, Italy; Azienda Sanitaria Universitaria Friuli Centrale (ASU FC), Udine, Italy

Background: The addition of nivolumab to chemotherapy is approved for advanced gastric and
gastroesophageal junction (GEJ) adenocarcinoma with PD-L1 CPS $5. Identifying predictive
tools for disease progression in this setting remains a clinical need. This study introduces the
Gastric Risk Immuno-Progression Score (GRIPS), a novel score derived from variables asso-
ciated with progression-free survival (PFS) in a real-world cohort. Methods: We conducted a
multicenter retrospective study on 90 patients with gastric/GEJ adenocarcinoma treated with
first-line chemotherapy plus nivolumab between 2022 and 2024. The GRIPScore was con-
structed using five dichotomous variables associated with unfavorable PFS in univariate anal-
ysis: Neutrophil-to-Lymphocyte Ratio (NLR. 2.68), ECOG Performance Status ($2), Smoking
status (never smoker), CA19.9 at diagnosis (UNL) and primary tumor resection (no resection).
Each variablewas scored as 1 (prognostically negative) or 0 (prognostically positive), and a total
score (0–5) was calculated. Patients were categorized into low-risk (GRIPS 0–2) and high-risk
(GRIPS 3–5) groups. PFS and OS were analyzed using Kaplan-Meier methods. Hazard Ratios
(HRs)were calculated, and the discriminatory ability of theGRIPSwas evaluated usingHarrell’s
C-index.Results: Themedian PFS for the entire cohort was 11.55months (95%CI: 7.60–13.26).
Stratifying patients by GRIPS revealed a marked difference in outcomes between the low-risk
and high-risk groups. Low-risk patients (GRIPS 0–2) had a median PFS of 13.16 months (95%
CI: 9.01–18.91), while high-risk patients (GRIPS 3–5) had 4.11 months (95% CI: 2.37–11.77).
This difference was significant (log-rank test, p = 0.0023; HR: 3.55, 95% CI: 1.58–8.02).
Similarly, low-risk patients had a median OS of 21.25 months (95% CI: 13.77–21.25) compared
to 11.90months (95%CI: 4.03–16.10) for high-risk patients (log-rank test, p = 0.0313;HR: 2.73,
95% CI: 1.09–6.81). Harrell’s C-index for PFS was 0.648 (95% CI: 0.552–0.743), indicating
moderate discriminatory ability. Conclusions: The GRIPS effectively stratifies patients with
advanced gastric and gastroesophageal junction adenocarcinoma treatedwith a combination of
chemotherapy + nivolumab into distinct risk groups for PFS and OS. High-risk patients
experience significantly shorter survival, highlighting the potential clinical utility of GRIPS
for personalized treatment strategies. Further prospective validation is warranted to refine its
application in clinical practice. Research Sponsor: None.

GRIPScore N° of patients (%) mOS (m) mPFS (m)

Low-risk (0-2) 51 (45.9) 21.25 (95% CI: 13.77–21.25) 13.16 (95% CI: 9.01–18.91)
High-risk (3-5) 21 (18.9) 11.90 (95% CI: 4.03–16.10) 4.11 (95% CI: 2.37–11.77)
Not evaluable 18 (16.2)
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Multicenter phase I/II study of abemaciclib and ramucirumab in metastatic gas-
troesophageal adenocarcinoma (GEA): CDK4/6 and cyclin D1 alterations as a
predictor of response and survival.

Ronan Joseph Kelly, Vincent K. Lam, Andrew Scott Paulson, A. David McCollum, Benjamin Lee Kitchens, Laith I. Abushahin, Christopher Sherry, Muhammad Anees,
William LaFramboise, Russell S. Schwartz, Arul Goel, Ping Zheng, Patrick Wagner, David L. Bartlett, Moses S. Raj, Valsamo Anagnostou, Ali Hussainy Zaidi; Baylor
University Medical Center, Dallas, TX; Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins School of Medicine, Baltimore, MD; Texas Oncology-Baylor Charles A.
Sammons Cancer Center, Dallas, TX; Baylor Charles A. Sammons Cancer Center, Dallas, TX; AHN Cancer Institute, Pittsburgh, PA; Allegheny Health Network Cancer
Institute, Allegheny Health Network, Pittsburgh, PA; Allegheny Health Network Cancer Institute, Pittsburgh, PA; Carnegie Mellon University, Department of Biological
Sciences, Pittsburgh, PA; Esophageal and Lung Research, Allegheny Health Network, Pittsburgh, PA

Background: CDK4/6 and Cyclin D1 are highly expressed in GEA cancers, suggesting that CDK4/
6 inhibition may be a promising strategy. In vitro and in vivo studies have shown that
abemaciclib (A) demonstrates potent antitumor efficacy in GEA by directly inhibiting this
pathway. Currently, ramucirumab (RAM) 6 paclitaxel is an approved 2nd line treatment for
metastatic GEA cancers. Methods: This multicenter, open-label, phase I/II study investigated
the safety and efficacy of A combinedwithRAM in pretreated advancedGEA (2nd or 3rd line). The
primary objective was to describe the safety profile of A (150mg po bid) and RAM (8mg/kg iv
every 2weeks) using CTCAE version 4.03. Secondary objectives included assessing the objective
response rate (ORR), disease control rate (DCR),median progression-free survival (mPFS), and
median overall survival (mOS). Correlative studies to evaluate alterations in CDK4/6 and Cyclin
D1 as determined by next generation sequencing as predictive biomarkers of efficacy were
performed. Results: From July 2021 to December 2024, 20/30 patients were enrolled. The study
was terminated prematurely due to slow accrual. The median age was 61.5 years (Range: 30.0,
80.0) and most patients were male (18/20). Seven patients (35%) were HER-2 positive, 11/18
patients (61.1%)were PDL1 CPS. 1 and 15 patients (75%) had cancer localized in the E. Baseline
ECOG performance status was 0 in 8 patients (40%) and 55% of patients had received prior
immunotherapy with 1st line chemotherapy. A combined with RAM was generally well-
tolerated without unexpected toxicities. The most common treatment-related adverse events
(AEs) were anemia (10%), hypertension (10%), and dysphagia (10%). Treatment-related AEs$
grade 3 occurred in 50% of the patients. Median PFS and mOS were 2.7 months (95% CI: 1.5 -
14.5) and not reached (NR) (95% CI: 3.4 - NR), respectively. ORR was 10% (2/20) and DCR was
40% (8/20). In evaluable patients, 64.7% (11/17) patients with baseline tissue CDK4/6 pathway
alterations trended towards longer mPFS (3.4 vs. 1.3 months; HR:1.1) and mOS (NR vs.
5.2 months; HR: 1.4) compared to patients without alterations (p . 0.05). Notably, one study
patient with a CDK6 amplification had a partial response of 64% and has been on treatment
for . 24 months. Conclusions: A plus RAM demonstrated promising antitumor activity in
previously treated E/GEJ adenocarcinomas in the 2nd and 3rd line metastatic setting with
manageable toxicities. Alterations in the CDK4/6 and Cyclin D1 pathways appear to enrich
for efficacy and may be predictive but need future validation. In-depth molecular studies
investigating changes in the expression of selected serum/tissue genomicmarkers of response
for the cytostatic regimen will be presented at the meeting. Clinical trial information:
NCT04921904. Research Sponsor: None.
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Sequential chemo-immunotherapy as a novel bridging strategy for non-complete
responders after neoadjuvant chemoradiotherapy in esophageal cancer: First
prospective phase 2 trial challenging the immediate-surgery paradigm.

Lin Peng, Qifeng Wang, Chenhao Wang, Mei Lan, Wenwu He, Lei Wu, Gang Wan, Maosen Peng, Yongtao Han; Department of Thoracic Surgery, Sichuan Cancer Hospital &
Institute, Sichuan Cancer Center, School of Medicine, University of Electronic Science and Technology of China, Chengdu, Sichuan, China; Department of Radiation
Oncology, Sichuan Cancer Hospital & Institute, Sichuan Cancer Center, University of Electronic Science and Technology of China, Chengdu, Sichan, China; Department of
Thoracic Surgery, Sichuan Cancer Hospital & Institute, Sichuan Cancer Center, School of Medicine, University of Electronic Science and Technology of China, Chengdu,
China; Department of Radiation Oncology, Sichuan Clinical Research Center for Cancer, Sichuan Cancer Hospital & Institute, Sichuan Cancer Center, Affiliated Cancer
Hospital of University of Electronic Science and Technology of China, Chengdu, Sichuan, China; Department of Biostatistics, The University of Texas MD Anderson Cancer
Center, Houston, TX

Background: Locally advanced esophageal squamous cell carcinoma (LA-ESCC) patients with
non-clinical complete response (non-CCR) after neoadjuvant chemoradiotherapy (NCRT)
face .50% recurrence risk with direct surgery (DS), yet no standardized bridging strategy
exists. This first study evaluates the efficacy and safety of sequential chemo-immunotherapy
(SCI) as a bridge to surgery in this population. Methods: In this phase 2 cohort study
(NCT05189730), 169 LA-ESCC pts who underwent NCRT were prospectively enrolled from
June 2021 to January 2025. TheNCRT regimen included paclitaxel and carboplatin every 3weeks
for two cycles. Concurrent radiotherapy (40–41.4 Gy) was administered. Post-NCRT, patients
were assessed for non-CCRand stratified into twogroups: the SCI group received two additional
cycles of chemotherapy and tislelizumab (200mg intravenously every 3 weeks) before surgery,
while the DS group proceeded to surgery. The primary endpoint was pCR rate, secondary
endpoints includedmajor pathological response (MPR) rates and safety. Results: Eighty-seven
non-CCR pts were included (SCI: n = 54; DS: n = 33). The median age was 63 years, with 78.0%
male patients. Most patients were stage IIIB(83.9%). Surgery rates were 85.2% in the SCI group
(46/54) and 81.8% in the DS group (27/33). In the ITT population, SCI significantly improved
pCR rates (40.7% [22/54] vs. 18.1% [6/33]; OR: 3.06, p = 0.024, , one-sided Fisher’s Exact Test)
and showed a trend toward higher MPR rates (51.8% [28/54] vs. 33.3% [11/33]; OR: 2.14, p =
0.071). In the PP population, pCR rates remained higher in SCI (47.8% [22/46] vs. 22.2% [6/27];
OR: 3.16, p = 0.026) and showed higherMPR rates (60.9% [28/46] vs. 40.7% [11/27]; OR: 2.02, p
= 0.078) . At 12months, PFS rateswere 95.6% in the SCI group versus 77.3% in theDS group (p =
0.094) in the ITT population, and 97.4% versus 77.8% (p = 0.064) in the PP population. SCI-
related adverse events included lymphopenia (97.7%), leukopenia (84.6%), and fatigue
(50.0%). In the no-surgical pts in SCI group, three cases experienced immune pneumonitis
and thyroid dysfunction, respectively. Treatment-related adverse events in the SCI group
included lymphopenia (97.7%), leukopenia (84.6%), and fatigue (50.0%).The main postop-
erative complications in the SCI group and DS group were anastomotic leakage and recurrent
laryngeal nerve injury (3/46 vs. 2/27, P = 0.629). No significant treatment-related adverse
events occurred in the SCI group.Conclusions:This pioneering study demonstrates that SCI as a
bridging strategy significantly improves pCR rates by .2-fold (OR.3) and shows promising
PFS trends withmanageable toxicity in non-CCR LA-ESCC, challenging the immediate surgery
paradigm. These results warrant validation in randomized phase 3 trials to redefine standard-
of-care. Clinical trial information: NCT05189730. Research Sponsor: None.
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Tumor-informed liquid biopsy in predicting recurrence in patients with operable
gastroesophageal adenocarcinoma: The LIQUID study.

Michele Prisciandaro, Marianna Maspero, Elisa Sottotetti, Antonia Martinetti, Paola Cosentino, Eleonora Cristarella, Sara Alessandrini, Massimo Milione, Giovanna Sabella,
Maria Francesca Bosco, Anna Chiaramonte, Sarah Clifford, Merrida Childress, Amaya Gasco Hernandez, Davide Citterio, Filippo Guglielmo Maria De Braud,
Vincenzo Mazzaferro, Carlo Sposito, Filippo Pietrantonio; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Hepatobiliary Pancreatic, Upper GI and Liver
Transplantation unit, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; First Division of Pathology, Department of Pathology and Laboratory Medicine,
Fondazione IRCCS Istituto Nazionale Tumori, Milan, Italy; Foundation Medicine Inc., Boston, MA

Background: Gastroesophageal cancers (GEC) shows high recurrence rates after curative
surgery with or without perioperative/adjuvant chemotherapy. Pathological stage is currently
the only prognostic tool, but its accuracy should be improved. Liquid biopsy, analyzing
circulating tumor DNA (ctDNA), offers a non-invasive method to detect molecular residual
disease (MRD) and monitor disease status. The LIQUID study aimed to evaluate the prognostic
utility of liquid biopsy in GC patients, for whom observational studies are still scarce.Methods:
This single-institutional study enrolled patients with resectable GC treated or not with
perioperative/adjuvant chemotherapy. Liquid biopsies were collected before neoadjuvant che-
motherapy (optional), pre- and post-surgery (minimum 2 weeks interval) and every six
months during follow-up, until disease progression or the last follow-up for alive and
progression-free patients. MRD analysis was performed using a clinical trial assay based on
the tumor-informed ctDNA assay FoundationOne®Tracker, which identified somatic muta-
tions by tissue comprehensive genomic profiling and tracked them inpatients’plasma samples.
Results: Between December 2019 and February 2024, 119 patients were enrolled. Of these, 40
were excluded due to screen failure (mostly peritoneal disease at surgery), and 27 due to
technical failure (n = 18) or loss to follow-up (n = 9), leaving 52 patients (median 4 timepoints
per patient) for analysis. Median agewas 70 years (range: 23–86), with 55.8%male, and 86.5%
of tumors located in the stomach. Pathological staging revealed pT0 (3.8%), pT1 (21.2%), pT2
(21.2%), pT3 (34.6%), and pT4 (19.2%) tumors, with nodal involvement in 69.6%. Additionally,
51.9% and 46.2% of patients received neoadjuvant or adjuvant treatment respectively, and
32.7% experienced peritoneal relapse. ctDNA presence was not significantly associated with
known clinico-pathological baseline risk factors, except for postoperative N-stage (p = 0.04).
With a median follow-up of 49.0 months (IQR 30.6 -54.0), post-surgery MRD+ patients had a
significantly worse relapse-free survival (RFS) than those with ctDNA- (13.2 months vs not
reached; HR 2.81 95% CI 1.23-6.45; p = 0.011). Similar results were observed in longitudinal
ctDNA monitoring, (RFS 16.3 months for ctDNA+ vs not reached for ctDNA-; HR 2.70, 95% CI
1.22–5.97, p = 0.011). Notably, absence of ctDNA after completing the treatment plan (post-
surgery or adjuvant therapy) or clearance/seroreversion after treatment were associated with
significantly longer RFS (p = 0.001 and p = 0.036, respectively). Conclusions: Post-surgical
landmark and longitudinal ctDNA detection demonstrates robust evidence of MRD and iden-
tifies GC patients at high risk of relapse. These findings support ctDNA as a valuable tool for
postoperative surveillance and early intervention strategies in GEC. Research Sponsor: None.
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Recurrence-free survival as a surrogate endpoint for overall survival in resectable
esophageal cancer: An individual patient data analysis of phase III RCTs.

Jun Okui, SatoruMatsuda, Kengo Nagashima, Yasunori Sato, Hirofumi Kawakubo, Thomas Ruhstaller, Peter C. Thuss-Patience, Magnus Nilsson, Fredrik Klevebro, Lijie Tan,
Shaoyuan Zhang, Thomas Aparicio, Guillaume Piessen, Charlène J. van der Zijden, Bianca Mostert, Bas P.L. Wijnhoven, Takahiro Tsushima, Hiroya Takeuchi, Ken Kato,
Yuko Kitagawa; Department of Surgery, Keio University School of Medicine, Tokyo, Japan; Biostatistics Unit, Clinical and Translational Research Center, Keio University
Hospital, Tokyo, Japan; Department of Biostatistics, Keio University School of Medicine, Tokyo, Japan; Swiss Group for Clinical Cancer Research (SAKK), Bern, Switzerland;
Charité University Medicine Berlin, Department of Haematology, Oncology and Cancer Immunology, Campus Virchow-Klinikum, Berlin, Germany; Division of Surgery,
CLINTEC, Karolinska Institutet and Department of Upper Abdominal Diseases, Karolinska University Hospital, Stockholm, Sweden; Karolinska University Hospital,
Stockholm, Sweden; Department of Thoracic Surgery, Zhongshan Hospital of Fudan University, Shanghai, China; Department of Thoracic Surgery, Zhongshan Hospital,
Fudan University, Shanghai, China; Department of Digestive Oncology, Hôpital Saint-Louis, APHP, Paris, France; University Lille, CNRS, Inserm, CHU Lille, UMR9020-U1277
- CANTHER - Cancer Heterogeneity, Plasticity and Resistance to Therapies, F-59000, Lille, France; Department of Surgery, Erasmus MC Cancer Institute, Rotterdam,
Netherlands; Department of Medical Oncology, Erasmus MC Cancer Institute, Rotterdam, Netherlands; Division of Gastrointestinal Oncology, Shizuoka Cancer Center,
Shizuoka, Japan; Department of Surgery, Hamamatsu University School of Medicine, Hamamatsu, Japan; Department of Head and Neck, Esophageal Medical Oncology,
National Cancer Center Hospital, Tokyo, Chuo City, Japan

Background: Overall survival (OS) is regarded as the gold standard efficacy endpoint but
requires long follow-up. This study aimed to determine the validity of recurrence-free survival
(RFS) as a surrogate endpoint for OS in resectable esophageal cancer. Methods: A systematic
review of phase III randomized controlled trials (RCTs) comparing perioperative treatments for
resectable advanced esophageal and gastroesophageal junction cancer was conducted. Indi-
vidual patient data (IPD)were requested from all included trials. Surrogacy between RFS andOS
was assessed at the individual level using the Kendall rank correlation coefficient (t) and at the
trial level using the coefficient of determination (R²) from a meta-regression model. A t of 0.8
and an R² of 0.65 were considered thresholds indicative of a good surrogate endpoint. Results:
Twenty-two eligible trials were identified by the systematic review, and IPD were available
from 10 RCTs (JCOG1109, JCOG9907, JCOG9204, FFCD9901, FFCD9102, SAKK75/08, CROSS,
KOK, NeoRes2 and CMISG1701), including 2,145 patients who underwent R0 resection (cStage
IV, cT1N0 and cT4b excluded). Of these, 1563 patients had squamous cell carcinoma, and 575
patients had adenocarcinoma. The 5-year OS and RFS rates were 53.2% and 46.2%, respec-
tively, with a median OS of 6.2 years and a median RFS of 3.6 years. For individual-level
surrogacy, Kendall’s twas 0.823 (95%CI: 0.807–0.839). Subgroup analysis based on treatment
modality revealed t values of 0.830 (95% CI: 0.800–0.861) for patients receiving neoadjuvant
chemotherapy (NAC; n = 586), 0.827 (95% CI: 0.803–0.850) for those receiving neoadjuvant
chemoradiotherapy (NACRT; n = 982), 0.770 (95% CI: 0.713–0.828) for the surgery-alone
group (n = 320), and 0.861 (95% CI: 0.824–0.898) for the adjuvant chemotherapy group (n =
257). Trial-level surrogacy analysis across all 22 trials demonstrated an R2 of 0.735 (95% CI:
0.512–0.939). The surrogate threshold effect was 0.929, indicating the minimum RFS treat-
ment effect required to predict a nonzero effect on OS. Conclusions: This study demonstrated
strong individual-level and trial-level surrogacy between RFS and OS in surgically resectable
esophageal cancer across all perioperative treatment modalities. These findings hold promise
for expediting the development of novel perioperative treatment by shortening the follow-up
of clinical trials on esophageal cancer. Research Sponsor: None.
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Neoadjuvant toripalimab plus CapeOX in patients with locally advanced EBV-
positive gastric or esophagogastric junction adenocarcinoma (GC/EGJC): Re-
sults from the phase II NICE trial.

Liying Zhao, Li Guoxin, Hao Liu, Yanfeng Hu, Jiang Yu, Shu-Qiang Yuan, Xinhua Chen, Li Liang, Lina Yu, Fengping Li, Huayuan Liang, Huimin Zhang, Tian Lin, Mingli Zhao,
Yaoxu Chen, Tao Chen, Hao Chen, Fangqin Xue, Xuefeng Zhong; Department of General Surgery & Guangdong Provincial Key Laboratory of Precision Medicine for
Gastrointestinal Tumor, Nanfang Hospital, Southern Medical University, Guangzhou, Guangdong, China; Beijing Tsinghua Changgung Hospital, School of Clinical Medicine,
Tsinghua University; Department of General Surgery & Guangdong Provincial Key Laboratory of PrecisionMedicine for Gastrointestinal Tumor, Nanfang Hospital, Southern
Medical University, Beijing, China; Department of General Surgery & Guangdong Provincial Key Laboratory of Precision Medicine for Gastrointestinal Tumor, Nanfang
Hospital, Southern Medical University, Guangzhou, China; State Key Laboratory of Oncology in South China, Collaborative Innovation Center for Cancer Medicine, Sun Yat-
sen University Cancer Center, Sun Yat-sen University, Guangzhou, China; Department of Pathology, Nanfang Hospital and Basic Medical College, Southern Medical
University, Guangzhou, Guangdong, Guangdong, China; Department of Pathology, Nanfang Hospital and Basic Medical College, Southern Medical University, Guangzhou,
Guangdong, China; Department of Gastrointestinal Surgery, Beijing Tsinghua Changgung Hospital, School of Clinical Medicine, Tsinghua University, Beijing, Beijing, China;
Department of General Surgery, Nanfang Hospital, Southern Medical University, Guangzhou, Guangdong, China; The Medical Department, 3D Medicine Inc., Shanghai,
China; Fujian Provincial Hospital, Fuzhou, China; Shanghai 3DMed Clinical Laboratory, 3D Medicines Inc., Shanghai, China

Background: Surgery remains the cornerstone of curative therapy for locally advanced GC/
EGJC. EBV-positive tumor is a distinct molecular subtype that would be potentially sensitive to
immunotherapy, but no consistent reports. Given that chemotherapy may enhance antitumor
immunity, perioperative immunochemotherapymay be a promisingmodality for EBV-positive
patients.Methods:TheNICE trial is amulticenter,multi-cohort phase II study (NCT04744649)
evaluating the safety and efficacy of toripalimab plus CapeOX as perioperative treatment in
patients with locally advanced GC/EGJC. The Cohort B was first of its kind to assess the efficacy
of the immunochemotherapy on the EBV-positive GC/EGJC , in which patients received
toripalimab (240 mg) combined with standard-dose CapeOX every 3 weeks for 4 cycles pre-
operatively and 4 cycles postoperatively. Eligibility criteria included clinical tumor stages of
cT3-4aNxM0or cT2N+M0disease as determined by both imaging scan and staging laparoscopy
with negative peritoneal cytology. The primary endpoint wasmajor pathologic response (MPR,
defined as , 10% viable tumor cells). The tumor immune microenvironment (TIME) of tissue
samples obtained before and after treatmentwas analyzed usingmultiple immunofluorescence
assays to assess changes in immune cell infiltration and other biomarkers related to treatment
response. Results: From May 2021 to September 2023, 17 patients with EBV-positive GC/EGJC
(GC, n = 15; EGJC, n = 2) were enrolled, with cT2N0 (n = 1), cT3N1-3 (n = 5), and cT4aN1-3 (n =
11). All patients completed 4 preoperative cycles of treatment, and none experienced progres-
sion before surgery. Only one patient withdrew the inform content after preoperative therapy,
the 16 patients underwent radical resection, achieving a 100% R0 resection rate (16/16). The
MPR ratewas 37.5%(6/16), andpathological complete response rate (pCR)was 25.0%(4/16). Of
the 16 participants, 15 received postoperative adjuvant therapy, while 1 declined further
treatment. The TIME analysis results showed that tumor-infiltrating CD8+ T cells in post-
treatment tumor tissues significantly clonally expanded compared with pre-treatment paired
tissues. Treatment-related grade 3/4 adverse events were observed in 6 patients (35.3%, 6/17).
Until Dec 31 2024, none of the patients experienced disease recurrence. Conclusions: Neo-
adjuvant toripalimab combined with CapeOX is a safe and effective treatment option for
patients with EBV-positive, locally advanced GC/EGJC, withmoderateMPR and pCR, indicating
further investigating for this distinct type of cancer. Clinical trial information: NCT04744649.
Research Sponsor: None.
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Early detection and neoadjuvant efficacy prediction for esophageal cancer using
cfDNA methylation-based liquid-biopsy assay.

Zhigang Li, Ruixiang Zhang, Xiao-Bing Li, Hong Xu, Zhichao Liu, Nan Zhang, Ping Lan, Xiaosheng He, Nan Lin, Hui Yu, Shuyin Chen, Xiurui Zhu, Fei Zhao, Shiyuan Tong,
Guo Chen, Jing Liu, Baoliang Zhu, Xiaohui Wu, Zhihua Liu, Yin Li; Shanghai Chest Hospital, Shanghai Jiaotong University, Shanghai, China; Cancer Hospital, Chinese
Academy of Medical Sciences, Beijing, China; Anyang Cancer Hospital (The Fourth Affiliated Hospital of Henan University of Science and Technology), Anyang, China; The
First Hospital of Jilin University, Changchun, China; The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; The Third Affiliated Hospital, Sun Yat-sen
University, Guangzhou, China; Shanghai Xiaohe Medical Laboratory Co., Ltd., Shanghai, China

Background: Esophageal cancer (EC) is a major malignancy of the upper gastrointestinal tract
globally. Early detection and timely therapeutic intervention are pivotal in improving patient
outcomes.However, current diagnosticmethods often fail to detect EC at an early stage and lack
the ability to predict treatment response. There is an urgent need for non-invasive, sensitive,
and specific biomarkers to enhance early detection and guide personalized treatment strat-
egies. This study aims to develop a tool to detect EC and predict the neoadjuvant efficacy.
Methods: This is a prospectivemulticenter diagnostic study. From July 2023 to October 2024, a
total of 236 esophageal cancer cases (stage I: 19.9%, stage II: 24.6%, stage III: 39.4%, stage IV:
16.1%), 31 chronic esophagitis cases, and 441 healthy controls were enrolled from multiple
centers. Methylation features and fragmentomic characteristics derived from methylation
sequencing data were integrated to develop a gradient-boosted tree model. A nested cross-
validation framework was employed to ensure robustness and reliability. Additionally, pre-
dictive models for therapeutic responses to neoadjuvant treatment were constructed. Results:
The detection model achieved an area under the curve (AUC) of 0.954（95% CI: 0.936-0.971.
At a specificity of 97.9% (95% CI: 96.1%-99.0%), the overall sensitivity reached 84.7% (95%
CI: 79.5%-89.1%) , with stage-specific sensitivities of 69.5% for early-stage (I/II) and 97% for
advanced-stage (III/IV) disease. The detection model maintained robust performance across
various clinicopathological parameters, including differentiation grade, neural invasion, vas-
cular invasion, tumor count, and tumor location, with no significant differences in subgroup
performance. Among the cohort, 44 patients underwent neoadjuvant therapy, with 90.9% (40/
44) receiving immunochemotherapy. The major pathological response (MPR) rate was 52.3%
(23/44) and the pathological complete response (pCR) rate was 15.9% (7/44). No clinical
features were found to correlate with MPR or pCR rates. Differential methylation profiles
between MPR/pCR and non-MPR/pCR patients were analyzed to construct predictive models
for neoadjuvant therapy outcomes. Using logistic regression and leave-one-out cross-
validation, the MPR prediction model achieved an accuracy of 86.3%, while the pCR prediction
model demonstrated an accuracy of 90.9%. Conclusions: Our cfDNA-methylation based assay
demonstrated high performance in early EC detection and promising value in predicting
neoadjuvant therapy responses. This non-invasive approach has the potential to revolutionize
ECmanagement by enabling earlier diagnosis and personalized treatment strategies. Research
Sponsor: None.
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Effectiveness of a multidomain mHealth-based intervention in enhancing recovery
and quality of life for esophageal cancer patients undergoing esophagectomy.

Xiaodong Su, Xu Zhang, Yan Guo, Wenfeng Ye, Jiudi Zhong, Chuanchuan Yu, Weihua Wu, Juan Yuan, Lu Kang, Yutong Hong, He Xu, Nanxiang Zhang, Yingqi Li; Department
of Thoracic Oncology, Sun Yat-Sen University Cancer Center, Guangzhou, China; The University of Tampa, Tampa, FL; Department of Clinical Nutrition, Sun Yat-Sen
University Cancer Center, Guangzhou, China; Department of Medical Statistics, School of Public Health, Sun Yat-Sen University, Guangzhou, China; The Third Affiliated
Hospital, Sun Yat-sen University, Guangzhou, China

Background: Esophagectomy, a primary treatment for esophageal cancer (EC), often com-
promises patients’ quality of life (QOL), leading tomalnutrition, reduced physical function, and
psychological distress. MultidomainmHealth-based interventions, which leverage technology
to deliver comprehensive nutritional, physical, and psychological support, offer a promising
approach to address these challenges during prehabilitation and Enhanced Recovery After
Surgery (ERAS) phases. Despite their potential, high-quality evidence demonstrating their
effectiveness remains limited. This study evaluates the effectiveness of amultidomainmHealth
intervention on QOL and recovery outcomes in EC patients undergoing esophagectomy.
Methods: Between April 27, 2021 and June 30, 2023, this single-center, randomized controlled
trial was conducted, enrolling 76 patients with pathologically confirmed EC scheduled for
esophagectomy. Participants were randomized to either a multidomain mHealth-based in-
tervention group (n = 38) or a usual care group (n = 38). The intervention delivered tailored
nutritional, physical, and psychological support via a self-developed WeChat-based manage-
ment platform, spanning from2weeks pre-admission to 11 weeks post-discharge. The primary
outcome was the change in QOL, assessed using the EORTC QLQ-C30 and QLQ-OES-18.
Secondary outcomes included changes in nutritional status (e.g., weight), physical fitness
(e.g., 6-minute walk distance), and psychological health (e.g., PHQ-9, GAD-7, SCSQ-20).
Outcomes were assessed at baseline, hospital admission, and 3 and 11 weeks post-discharge.
Results: At 11 weeks post-discharge, the intervention group showed a significant improvement
in QOL, with a 15.56-point increase in Global Health Status (EORTC QLQ-C30) compared to a
5.91-point decline in the usual care group (difference: 21.47 points; 95% CI: 9.86–33.08; p ,

0.001). Functional and symptom scores, including social functioning, appetite, and eating,
improved markedly in the intervention group. The intervention group also demonstrated
superior outcomes in weight change (+2.19 kg; 95% CI: 0.09–4.30; p = 0.041) and 6-minute
walk distance (+80.65 meters; 95% CI: 41.64–119.66; p , 0.001). Psychological well-being
improved significantly,with reductions inPHQ-9 (-4.70; 95%CI: -6.59 to-2.80; p,0.001) and
GAD-7 (-4.63; 95% CI: -6.52 to -2.74; p , 0.001), and an increase in positive coping scores
(+11.83; 95% CI: 7.20–16.45; p, 0.001). Conclusions: This multidomain mHealth intervention
significantly enhanced QOL, nutritional and physical outcomes, and psychological health in EC
patients undergoing esophagectomy. These findings underscore the potential of mHealth
platforms to optimize prehabilitation and recovery, offering a scalable and impactful approach
to improving outcomes in oncology care. Clinical trial information: ChiCTR2100045650. Re-
search Sponsor: None.
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Exome analysis of over 5000 esophagogastric cancers.

Reetu Mukherji, Vasily N. Aushev, Samuel Rivero-Hinojosa, Avinash Ramu, Alyssa Antonopoulos, Richard Green, Adham A. Jurdi, Michael K. Gibson, Cathy Eng,
Samuel J. Klempner; Ruesch Center for the Cure of Gastrointestinal Cancers, Lombardi Comprehensive Cancer Center, Georgetown University Medical Center, Washington,
DC; Natera, Inc., Austin, TX; Vanderbilt-Ingram Cancer Center, Nashville, TN; Massachusetts General Hospital, Boston, MA

Background:Esophagogastric cancers (EGCs) encompass a heterogenous groupof cancers. The
genomic drivers that overlap or differentiate among each cancer type are not well studied,
despite the availability of therapies that target specific genetic alterations in driver genes.
Methods: Genomic data from Natera’s Real-World Database (N = 5,872) was analyzed to
investigate genomic patterns in EGC patients (09/2019-11/2024) receiving standard-of-care
treatment.This exploratory analysiswas conducted on tumor tissue data available fromwhole-
exome sequencing, generated as part of SignateraTM testing.Microsatellite instability (MSI)
status was determined using the MSIsensor and 96-trinucleotide contexts and was correlated
with COSMIC SBS signatures (v3.3). Prevalence analysis included only non-synonymous mu-
tations, with ranking adjusted for gene length. Results: Patients included 4050 men and 1822
women, with median age 65.3 years, and stage distribution as follows: I: 7.9%, II:14.7%, III:
32.9%, IV: 32.2%, and 12.3% unknown. Gastric cancer (GC) was most common (48.1%),
followed by esophageal (EC, 45.9%) and gastroesophageal junction (GEJ, 7.2%). MSI-high
cases (7.7%prevalence overall, 2.2% in squamous EC, 5.2% in EC adenocarcinoma, 6.1% in GEJ,
10.9% in GC) had a distinct mutational landscape with frequent missense deletions. The most
common signatures were clock-like (SBS1, SBS5),MMR-deficiency-related (SBS6, SBS15), and
Thiopurine-chemotherapy-related (SBS87). PIK3CA mutations were found in 7.9% of cases,
with the most common being E545 (2.6%), H1047 (1.1%), and E542 (1.0%). Notably, PIK3CA
exon 9/20 mutations displayed a trend of higher prevalence in ctDNA-positive cases.
Conclusions: These data provide insights into the mutational landscape of EGC and enhance
our understanding of differences between histological subtypes. Future studies will continue to
explore the associations between genomic subtypes, treatment patterns, and clinical outcomes.
Research Sponsor: None.

Top mutated genes and variants in esophagogastric cancers.

Group N Genes Variants

EGC, all 5872 TP53 (49.8%)
ARID1A(16.1%)

ACVR2A K437X (5.5%)
RPL22K15X (5.3%)
RNF43G659X (4.0%)

EGC, MSS 5411 TP53 (47.9%)
ARID1A(11.9%)

G2E3 T361fs (3.1%)
TP53R175H (2.7%)

LRRIQ3Q245fs (2.3%)
EGC, MSI-high 422 ARID1A (71.7%)

KMT2D(68.7%)
RPL22(60.3%)

ACVR2A K437X (58.6%)
RPL22K15X (56.6%)
RNF43G659X (44.1%)

GEJ, MSS 448 TP53 (50.5%)
CSMD1(13.4%)
PCLO(12.0%)

TMBIM4 Y174fs (3.2%)
TP53R273C (3.2%)
TP53R175H (3.2%)

GC, MSS 2487 TP53 (33.5%)
CDH1(14.4%)
ARID1A(13.8%)

G2E3 T361fs (3.1%)
PIK3CAE545K (2.3%)
LRRIQ3Q245fs (2.2%)

EC Adenocarcinoma, MSS 1599 TP53 (33.5%)
CDKN2A(13.5%)
ARID1A(12.6%)

TP53 R175H (4.0%)
TP53R248Q (3.4%)
G2E3T361fs (3.1%)

EC Squamous carcinoma, MSS 348 TP53 (61.8%)
NOTCH1 (17.2%)

PIK3CA E545K (3.9%)
TMBIM4Y174fs (3.4%)
TP53Y220C (2.9%)

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY



4074 Poster Session

The lost evidence: A phase III, multicenter randomized controlled trial of neo-
adjuvant chemotherapy paclitaxel plus cisplatin versus surgery alone for stage
IIA–IIIB esophageal squamous cell carcinoma.

Yin Li, Yan Zheng, Keneng Chen, Chun Chen, Zhentao Yu, Gaoming Xiao, Desong Yang, Xiaobing Li, Mao Yousheng, Peng Lin, Wenqun Xing, Jianjun Qin, Xianben Liu;
Department of Thoracic Surgery, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking
Union Medical College, Beijing, China; The Affiliated Cancer Hospital of ZhengZhou University/Henan Cancer Hospital, Zhengzhou, Henan, China; Beijing Cancer Hospital,
Peking University, Beijing, China; Fujian Medical University Union Hospital, Fuzhou, China; Department of Thoracic Surgery, Cancer Hospital Chinese Academy of Medical
Sciences, Shenzhen, China; Hunan Cancer Hospital, Changsha, China; Department of Thoracic Surgery, Hunan Cancer Hospital and The Affiliated Cancer Hospital of
Xiangya School of Medicine, Central South University, Changshao, China; Anyang Cancer Hospital, Anyang, China; National Cancer Center/Cancer Hospital, Chinese
Academy of Medical Sciences, Beijing, China; Sun Yat-sen University Cancer Center, Guangzhou, China; Cancer Hospital Affiliated to Zhengzhou University & Henan Cancer
Hospital, Zhengzhou, China; Cancer Hospital Chinese Academy of Medical Sciences, Beijing, China; Zhengzhou University, Zhengzhou, China

Background: The efficacy of neoadjuvant chemotherapy (NAC) vs primary surgery alone for
treatment of locally advanced esophageal squamous cell carcinoma (ESCC) remain controver-
sial between Western and Eastern countries. The daily NAC practice in China was without the
high level evidence. The Esophageal Cancer Committee of the China Anti-Cancer Association
tried to connect the the lost chain of evidence. To compare safety and long-term survival ofNAC
followed by surgery with that of surgery alone. Methods: A prospective, multicenter, open-
label, randomized phase III clinical trial that compared safety and efficacy of NAC vs primary
surgery for ESCC. From July 18, 2015, to March 29, 2018, we enrolled 605 clinical stage IB-III
thoracic ESCC (excluding stage T4b, N3, 7th UICC-TNM staging, 2009). They were randomized
to NAC plus surgery (group NAC; n=304) or primary surgery alone (group S; n=301). In group
NAC, paclitaxel 175 mg/m2 intravenously (IV) and cisplatin 75 mg/m2 every 3 weeks for two
cycles. All patients underwent McKeown, Ivor Lewis orminimally invasive esophagectomy and
extended 2-field lymphnode dissection. The primary outcomewas 5-year overall survival (OS).
Secondary outcomes included disease free survival (DFS), R0 resection rate, pathologic com-
plete response rate and toxicities. The intention-to-treat principle was followed for analysis.
The SPSS, version 23.0 (IBM Corp). The statistically significant was assumed as a 2-sided
P,0.05. TheKaplan-Meiermethodwas used to calculate OS andDFSwith the log-rank test. The
last follow-up data was April 12, 2024. The 5-year OS of primary surgery was 30%. A 5-year
survival with a 12% increase for the NAC group was assumed. The sample size was calculated
with a two-sided alpha level of 5%, a power of 80%, an expectation of 2 years accruement and a
5-year followupperiod. The total sample sizewas set at 528patientswith 10%ofpatients lost to
follow-up. Results: Among 605 patients (432 men [71.4%]; mean [SD] age, 61.7 [7.9] years;
most frequent clinical stages IIIA 170 [30.2%]), Leukopenia (28%) and neutropenia (49.8%)
were the most common grade 3 or 4 adverse events during NAC. Complications was similar
between the 2 groups based on Clavien-Dindo classification. The 90-day perioperative mor-
tality ratewas 1.6% for theNACgroup (4 of 244) and 2.2% for the Surgery alone group (6 of 268)
(P = 0.754). The pathologic complete response rate was 6.58% (20 of 304) in NAC group. NAC
group had a higher R0 resection rate (98.8%v98.5%; P. 0.999), a better 5 years OS rate (61.1%
vs 51.6%; hazard ratio, 0.79; 95% CI, 0.63 to 1.0; P = 0.0469), and a prolonged DFS (58.5% vs
46.2% months; hazard ratio, 0.71; 95% CI, 0.56 to 0.91; P=0.0067). 0.71 (0.56,0.91). The max
follow up period of NAC group was 110 months, S group 105 months. The median follow up
period of NAC group was 79.4, whereas 55.2 in surgery group. Conclusions: This trial showed
that NAC plus surgery improves survival over surgery alone among patients with locally
advanced ESCC, with acceptable and manageable adverse events. Clinical trial information:
NCT02395705. Research Sponsor: None.
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An interim analysis of phase III study on neoadjuvant chemotherapy versus peri-
operative toripalimab plus neoadjuvant chemotherapy for locally advanced
esophageal squamous cell carcinoma: Henan Cancer Hospital Thoracic Oncology
Group 1909 (HCHTOG1909).

Yan Zheng, Xianben Liu, Guanghui Liang, Yufeng Ba, Sining Shen, Hai-Bo Sun, Zongfei Wang, Jiangong Zhang, Wenqun Xing; The Affiliated Cancer Hospital of ZhengZhou
University/Henan Cancer Hospital, Zhengzhou, Henan, China; Zhengzhou University, Zhengzhou, China; Cancer Hospital Affiliated to Zhengzhou University & Henan Cancer
Hospital, Zhengzhou, China; The Affiliated Cancer Hospital of ZhengZhou University/Hunan Cancer Hospital, Zhengzhou, China; The Affiliated Cancer Hospital of
ZhengZhou University/Henan Cancer Hospital, Zhengzhou, China

Background: In the era of immunotherapy, whether neoadjuvant immunochemotherapy
(NAIC) would be standard treatment of locally advanced esophageal squamous cell carcinoma
(ESCC) is without conclusion. The HCHTOG1909 was aimed to compare the safety and long-
term efficacy of NAIC followed by minimally invasive esophagectomy (MIE) with those of
neoadjuvant chemotherapy followed byMIE. This second interim analysis was aim to compare
the short term results of two groups. Methods: A prospective, single-center, open-label,
randomized phase III clinical trial. Between May 15, 2020 and April 23, 2024, 401 resectable
ESCC with clinical stage T1N1-3M0 to T2-3N0-3M0 were enrolled(8th UICC-TNM), 196 in the
toripalimab group and 205 in the chemotherapy group. The patients receive either neoadjuvant
paclitaxel (175 mg/m2) and cisplatin (75 mg/m2) plus toripalimab (240mg) (toripalimab
group) or paclitaxel and cisplatin alone (chemotherapy group) every 3 weeks for 2 cycles. After
MIE, the toripalimab group received toripalimab (240 mg every 3 weeks for up to 6 months).
The event-free survival (EFS) was the primary endpoint. The pathological complete response
(pCR)was the key secondary endpoints. Other endpoints included postoperative complications,
mortality, adverse events, overall survival and disease free survival. We planned 3 interim
analyses. This was a planned second interim analysis. The sample size was calculated based on
the primary endpoint EFS. The hazard ratio assumed to be 0.68 between two groups. A type I
error allocated (two-sided) 0.05, 90% power and drop-out rate of 10% in 5 years. The x2 test
and the Fisher exact test was employed for categorical parameters, the t test or analysis of
variancewas adopted for continuous variables.Results:Among 401 patients ( 305men [76.1%];
mean [SD] age, 70.7 [3.5] years; most frequent clinical stages III 213 [53.1%] ). The toripalimab
group had a higher pCR rate (26.1% vs. 6.2%; P , 0.001). The 90-day perioperative mortality
ratewas 2.42%(4) for the toripalimabgroup and2.5%(4) for the chemotherapy alone group (P=
0.9790). The most frequent irAE was hypothyroidism. There was no significant difference
observed for postoperative complication rate (P = 0.453). The grade 3 or 4 treatment-related
adverse events did not differ between the two groups (13.8% versus 10.8%). Conclusions: The
interim results ofHCHTOG1909 showed the addition of perioperative toripalimab toNAC is safe
in resectable ESCC, and the pCR rate is significantly improved. Clinical trial information:
NCT04280822. Research Sponsor: None.
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Circulating tumor DNA (ctDNA) analysis for improved treatment response as-
sessment and prediction of clinical outcomes in patients with esophageal cancer.

Zexi Allan, Hillary S. Sloane, Kneshay Harper, Carlos S. Cabalag, Maree Pechlivanis, SashaWitts, Hannah Quinn, Daniel L. Edelstein, David Liu, Nicholas Clemons; Division of
Cancer Research, Peter MacCallum Cancer Centre, Melbourne, Australia; Haystack Oncology, Baltimore, MD

Background: Despite curative-intent treatment, patients with esophageal cancer experience a
high risk of recurrence, and optimal patient management is limited by poor risk stratification
and treatment response assessment strategies. ctDNA has demonstrated value as a prognostic
biomarker in esophageal cancer; however, improved analytical and clinical performance of
ctDNA analysis is necessary to reliably support patient management decisions in clinical
practice. Methods: Between September 2017 and June 2023, plasma samples were collected
frompatientswith esophageal cancer before, during, and after standard of care treatment in the
routine care setting. In this retrospective analysis, ctDNA testing was performed on a subset of
patients using a next-generation tumor-informed assay interrogating up to 50 personalized
variants (HaystackMRD, Quest Diagnostics). Results: ctDNAwas assessed in 149 samples from
51patientswith stage I-III esophageal adenocarcinoma (n=40) or squamous cell carcinoma (n=
11). Fifteen patientswith clinical follow-up (FU) available at the time of analysis had at least one
sample collected after curative-intent treatment [neoadjuvant chemoradiotherapy (nCRT) and
surgery (n=10) or definitive CRT (n=5)]. ctDNA was detected (ctDNA+) following curative-
intent treatment in 5/15 (33%)patients, all 5 (100%)ofwhomexperienced disease recurrence or
were deceased at FU (median time from ctDNA+ result to FU: 14.4 months, range: 0.1-24.5). Of
the 10 (67%) patients with no ctDNA detected (ctDNA-) following curative-intent treatment, 7
(70%) were disease-free at FU (median time from ctDNA- result to FU: 46.7 months, range:
6.3-65.5). In the neoadjuvant setting, paired pre- and post-nCRT samples were evaluated in 18
patients, demonstrating ctDNA detection in 18/18 (100%) patients prior to nCRT versus 8/18
(44%) following nCRT. ctDNA positivity following nCRT was strongly associated with poor
pathological response (p=0.0026), and ctDNA dynamics observed longitudinally during nCRT
served as a robust indicator of response. Of note, one patient experienced metastatic progres-
sion during nCRT, discovered at surgery, and ctDNA levels in this patient increased 550-fold
while on nCRT. Conclusions: Evaluation of ctDNA using a next-generation tumor-informed
platform supports improved response assessment to nCRT aswell as accurate risk stratification
following curative-intent treatment in patients with esophageal cancer. ctDNA positivity
following curative-intent treatment predicted disease recurrence with a lead time of up to
22 months. Additional analyses are ongoing to further validate these findings. Research
Sponsor: None.
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Clinical implication of MDM2 amplification in advanced biliary tract cancer (BTC): A
propensity score-matched, retrospective cohort study of 813 patients.

Hyunseok Yoon, Hyehyun Jeong, Inkeun Park, Heung-Moon Chang, Deokhoon Kim, Chang Ohk Sung, Ji Sung Lee, Baek-Yeol Ryoo, Kyu-Pyo Kim, Changhoon Yoo;
Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Asan Medical Center, Songpa-Gu, South Korea; Asan Medical
Center, Seoul, South Korea; Department of Pathology, University of Ulsan College of Medicine, Asan Medical Center, Seoul, South Korea; Clinical Research Center, Asan
Institute for Life Sciences, AsanMedical Center, University of Ulsan College of Medicine, Seoul, Korea, Republic of (South); AsanMedical Center, University of Ulsan College
of Medicine, Seoul, South Korea; Department of Oncology, ASAN Medical Center, University of Ulsan College of Medicine, Seoul, South Korea

Background: Restoring p53 tumor suppressor activity by blocking the interaction between p53
and MDM2, its endogenous negative regulator, has emerged as a potential therapeutic target
for several tumors including BTC. However, the frequence and clinical implication of MDM2
amplification (amp) has not been investigated for BTC.Methods: Patients with unresectable or
metastatic BTCwhohad available tissue-based targetednext generation sequencing (NGS) data
andwere treatedwith first-line gemcitabine plus cisplatin (GemCis)-containing chemotherapy
at Asan Medical Center, Seoul, Korea between January 1, 2016, and December 31, 2023, were
included. MDM2-amp was defined 5 or greater copies per tumor cell. Baseline characteristics
and clinical outcomes to GemCis-containing therapy were compared according to the presence
of MDM2-amp/TP53 wild-type (WT). Propensity score matching (PSM) with a 1:4 ratio was
performed to balance the baseline characteristics between the patients with and without
MDM2-amp/TP53-WT. Results: Among 813 patients, 41 (5.0%) had MDM2-amp/TP53-WT
and there was no significant association with primary tumor sites: 4.7% in intrahepatic
cholangiocarcinoma, 3.7% in extrahepatic cholangiocarcinoma, and 8.0% in gallbladder cancer
(p=0.111). Patients with MDM2-amp/TP53-WT significantly had less frequent viral hepatitis B
infection (2.4% vs. 18.4%, p=0.009) and lungmetastasis (2.4% vs. 13.2%, p=0.043); otherwise,
no significant association with baseline characteristics was noted. After PSM (40 for MDM2-
amp/TP53-WT vs. 155 for non-MDM2-amp/TP53-WT), patients with MDM2-amp/TP53-WT
showed significantly longer progression-free survival compared to those in thematched group
(median, 9.6 vs. 6.9 months; p=0.034) and non-significant tendency toward longer overall
survival (median, 20.3 vs. 16.4 months; p=0.103). Conclusions: In patients with unresectable or
metastatic BTC, MDM2-amp/TP53-WT occurred in 5% and it was associated with better
survival outcomes of first-line GemCis-containing chemotherapy. Our findings suggest that
MDM2-amp/TP53-WT serves as a biomarker for a distinct subgroup of BTC, warranting active
investigation into MDM2 inhibitors. Research Sponsor: Boehringer Ingelheim.
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Real-world outcomes of first-line therapies for unresectable hepatocellular carci-
noma in the United States.

Masafumi Ikeda, Sumie Kakehi, Jeremy Snider, Lisa Rosenblatt, Ronald Matteotti, Daria Salyakina, Lauren Michelle Damato, Matthias Pinter; National Cancer Center
Hospital East, Kashiwa, Japan; Bristol Myers Squibb, Princeton, NJ; Flatiron Health, New York, NY; Flatiron Health West, San Francisco, CA; Medical University of Vienna,
Vienna, Austria

Background: Unresectable hepatocellular carcinoma (uHCC) remains a significant clinical
challenge despite advances in systemic therapies. Real-world evidence complements clinical
trials by evaluating treatment effectiveness in diverse patient populations. This study assessed
real-world progression-free survival (rwPFS) andoverall survival (rwOS) for current standard-
of-care first-line (1L) systemic therapies for uHCC.Methods: This retrospective study used the
FlatironHealth database and included untreated uHCC patients diagnosed on or after January 1,
2018, who initiated 1L systemic therapies (atezolizumab + bevacizumab [atezo + bev], lenva-
tinib, sorafenib, or durvalumab + tremelimumab [durva + treme]) on or after May 29, 2020.
Baseline characteristics, including ECOG status, ALBI grade, and demographic factors, were
reported across cohorts. Kaplan-Meier method was used to estimate rwPFS and rwOS for each
cohort.Results:A total of 1,539 patientswere included: atezo + bev (n = 1,070), durva + treme (n
= 238), lenvatinib (n = 139), and sorafenib (n = 92). Baseline characteristics were similar across
cohorts. Most patients had ECOG (Eastern Cooperative Oncology Group) status 0–1
(57%–70%), with 15%–21% having ECOG 2+. ALBI (Albumin-Bilirubin) grade 2 was observed
in 41%–60%of patients, while ALBI grade 3+ was present in 8.1%–17%. Themedian rwPFS for
atezo + bev, lenvatinib, and durva + treme were similar at 4.7 months (95% CI: 4.1–5.4),
4.6 months (95% CI: 3.8–5.5), and 4.2 months (95% CI: 3.2–5.7), respectively. Sorafenib had a
significantly shorter rwPFS at 3.0 months (95% CI: 2.5–4.4). Themedian rwOS for atezo + bev,
lenvatinib, and sorafenib were similar at 10.7months (95%CI: 9.5–11.8), 10.4months (95%CI:
7.8–13.4), and 10.5 months (95% CI: 5.6–14.9). Durva + treme had a significantly shorter rwOS
at 7.6 months (95% CI: 5.7–18.6). At 12 months, the survival probabilities for rwOS were 45%
(95%CI: 42%, 48%) for Atezo + Bev, 41% (95%CI: 33%, 50%) for Durva+Treme, 45% (95%CI:
36%, 55%) for lenvatinib, and 43% (95% CI: 33%, 56%) for sorafenib. At 24 months, survival
probabilities for rwOSwere 27% (95%CI: 24%, 31%) for Atezo + Bev, 26% (95%CI: 19%, 36%)
for lenvatinib, 21% (95% CI: 12%, 35%) for sorafenib, and data were undetermined for Durva +
Treme. Conclusions: Findings from this real-world analysis show that atezo + bev demon-
strated comparable outcomes versus lenvatinib, and potential benefits in rwPFS versus sor-
afenib and rwOS versus durva + treme. The median rwOS was approximately 10 months across
treatments and highlights the need for novel therapies to improve long-term survival in uHCC.
These results underscore the importance of evaluating treatment effectiveness in real-world
populations, which may differ from clinical trial cohorts. Further analyses are warranted to
explore these findings and optimize treatment strategies for uHCC. Research Sponsor: Bristol
Myers Squibb.
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First-line rilvegostomig (rilve) plus chemotherapy (CTx) in advanced biliary tract
cancer (BTC): Primary analysis of GEMINI-Hepatobiliary substudy 2 Cohort A.

Jian Zhou, Hye Jin Choi, Masafumi Ikeda, Angela Lamarca, Do-Youn Oh, Tiziana Pressiani, Ho Yeong Lim, Hong Jae Chon, Hyung-Don Kim, Andrea Casadei Gardini,
Ann-Lii Cheng, Ruifan Xie, Jinfeng Xiang, Rui Miao, Olivia Aoli, Sujatha Muralidharan, Osama E. Rahma, Rakesh Kumar, Ghassan K. Abou-Alfa; Zhongshan Hospital, Fudan
University, Shanghai, China; Division of Medical Oncology, Department of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South
Korea; Department of Hepatobiliary and Pancreatic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Hospital Universitario Fundación Jiménez Dı́az,
Madrid, Spain; Cancer Research Institute, Seoul National University Hospital, Seoul National University College of Medicine, Seoul, Korea, Republic of; Humanitas Research
Hospital IRCCS, Milan, Italy; Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; CHA Bundang Medical
Center, CHA University, Seongnam, Korea, Republic of; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; San
Raffaele Hospital, Vita-Salute San Raffaele University, Milan, Italy; National Taiwan University Cancer Center, Taipei, Taiwan; AstraZeneca Global R&D (China) Co.,
Shanghai, China; AstraZeneca Global R&D, Cambridge, United Kingdom; AstraZeneca Global R&D, Waltham, MA; AstraZeneca Global R&D, Gaithersburg, MD; Memorial
Sloan Kettering Cancer Center and Weill Cornell Medical College, Cornell University; Trinity College Dublin, New York, NY

Background: Immune checkpoint inhibitors plus CTx have improved outcomes in first-line
advanced BTC (median progression-free survival [PFS] 6.5–7.2 months), but survival remains
limited. Rilve, an anti-PD-1/TIGIT bispecific antibody, may provide benefit by targeting two
immune checkpoints. GEMINI-Hepatobiliary (NCT05775159) is a phase 2 study evaluating rilve
or volrustomig alone or in combination regimens in patients (pts)with advancedhepatocellular
carcinoma (substudy 1) or BTC (substudy 2). We report data from Cohort A (rilve plus CTx) in
substudy 2. Methods: Pts aged $18 years with previously untreated unresectable/metastatic
BTC and an ECOG performance status 0–1 received rilve every 3 weeks (Q3W) for up to 2 years
plus gemcitabine 1000 mg/m2 and cisplatin 25 mg/m2 on days 1 and 8 Q3W for up to 8 cycles.
Coprimary endpoints were investigator-assessed 6-month PFS per RECIST v1.1 and safety and
tolerability; secondary endpoints includedmedian PFS, objective response rate (ORR), duration
of response (DoR; all investigator-assessed per RECIST v1.1), and pharmacokinetics (PK).
Tumoral PD-L1 expression, peripheral PD-1 and TIGIT receptor occupancy (RO), and T cell
profiles were also evaluated. Results: Thirty pts were treated; median age was 60 years, 70.0%
were Asian, and 83.3%hadmetastatic disease. As of Nov 4 2024, themedian follow-up in all pts
was 6.9 months (interquartile range 5.6–9.5) and rilve treatment was ongoing in 36.7% of pts.
Efficacy and safety data are shown in the Table. The 6-month PFS rate was 73.0%; median PFS
was 8.3 months. Median PFS was numerically longer in pts with PD-L1 tumor area
positivity $1% (9.4 months, n = 18) vs the overall study population. The safety profile was
manageable and consistent with prior studies. Rilve exposure was consistent with historical
monotherapy data, indicating an absence of PK drug interactions and cross-indication differ-
ences. Rilve achieved $90% PD-1 and TIGIT RO on peripheral T cells and induced peripheral
T cell proliferation. Conclusions: Rilve plus CTx demonstrated promising efficacy with a
manageable safety profile and sustained target engagement. Longer follow-up for data ma-
turity is warranted. Phase 3 studies with rilve in BTC (ARTEMIDE-Biliary 01; DESTINY-BTC01)
are ongoing. Clinical trial information: NCT05775159. Research Sponsor: AstraZeneca.

N=30*

PFS
Events in all dosed pts, n (%)
6-month rate, % (95% CI)
Median, months (95% CI)

19 (63.3)
73.0 (53.2–85.5)
8.3 (6.7–9.6)

ORR, % (95% CI) 31.0 (15.3–50.8)
Best overall response, n (%)
Partial response
Stable disease
Progressive disease

9 (31.0)
18 (62.1)
2 (6.9)

Median DoR, months (95% CI) 6.9 (2.8–not calculated)
Any / rilve-related AEs, n (%)
Grade ‡3
Serious AEs
Leading to rilve discontinuation
Leading to death

30 (100) / 21 (70.0)
26 (86.7) / 4 (13.3)
12 (40.0) / 2 (6.7)

1 (3.3) / 0
2 (6.7) / 0

*N=29 for response outcomes.
AE, adverse event; CI, confidence interval.
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Combined treatment of durvalumab, bevacizumab and tremelimumab in subjects
with hepatocellular carcinoma (HCC) or biliary tract carcinoma (BTC).

Joy Awosika, M. Cecilia Monge B., Changqing Xie, Nebojsa Skorupan, David E. Kleiner, Donna Mabry Hrones, Brad Wood, Bernadette Redd, Tim F. Greten; Thoracic and
Gastrointestinal Malignancies Branch, Center for Cancer Research, National Cancer Institute, National Institutes of Health, Bethesda, MD; Thoracic and GI Malignancies
Branch, Center for Cancer Research, National Cancer Institute, National Institutes of Health, Bethesda, MD; James M Stockman Cancer Institute, Frederick, MD; National
Cancer Institute, Bethesda, MD; Laboratory of Pathology, Center for Cancer Research, National Cancer Institute, National Institutes of Health, Bethesda, MD; Center for
Interventional Oncology, National Cancer Institute, National Institutes of Health, Bethesda, MD; Department of Radiology and Imaging Sciences, Clinical Center, National
Cancer Institute, Bethesda, MD

Background: Anti-VEGF in combination with anti-PD1/PD-L1 represents a synergistic ther-
apeutic strategy that has demonstrated efficacy, prolonging survival in cancers like HCC, RCC,
and NSCLC. This combination induces modifications in the tumor microenvironment, leading
to a reduction in immunosuppressive cells, improved dendritic cell maturation, antigen pre-
sentation, downregulation of immune checkpoint molecules, and enhanced T-cell activity.
Combining CTLA-4 inhibitors with anti PD-1/PD-L1 enhances T-cell mediated anti-tumor
responses by leveraging distinct yet complementarymechanisms. Targeting VEGF, PD-L1, and
CTLA-4 pathways simultaneously in HCC and BTC provides a novel approach that hasn’t been
tested in clinical trials. Our group previously reported in vivo activity inmurine BTCmodels and
preliminary clinical results supporting this triplet combination in BTC. The aim of this study is
to determine if VEGF inhibition with anti-CTLA-4 and anti-PD-LI therapy augments antitu-
mor immunity and clinical responses in HCC and BTC patients. Methods: This was a Phase II
trial conducted to evaluate efficacy of durvalumab, bevacizumab and tremelimumab in ad-
vanced HCC BCLC stage C or BTC. Participants received bevacizumab at 7.5mg/kg and durva-
lumab 1150mg every 3weeks by IV infusion onDay 1 of Cycle 1 (durvalumab) and Day 1 of Cycle 2
(bevacizumab). Tremelimumab at a dose of 300mg was administered by IV infusion only once
on Day 1 of Cycle 1. The combination of durvalumab and bevacizumab continued in 3-week
cycles until disease progression or unacceptable toxicity. Primary endpoint was 6-month
progression-free survival (PFS) and secondary endpoints were safety, overall survival (OS)
and best overall response (BOR). Correlative studies assessing immune response were per-
formed. Results: Between March 2021 and August 2024, 27 patients were enrolled (HCC: 6pts,
BTC: 21pts). Themedian age was 66y (39-80) and 62%weremale. 37% of the patients enrolled
received prior ICI. As of November 4th, 2024, with a median follow-up of 8mos, mPFS was
3.5mos and mOS 9.5mos in all 27 efficacy-evaluable pts. The estimated 6 months PFS rate was
37%. The BORwas partial response in 4 pts (18%) followed by stable disease in 9pts (40%). The
most common grade 3-4 TRAEs were lymphopenia (6pts, 22%), anemia (9pts, 33%), diarrhea/
colitis (7pts, 25.9%), elevated lipase (4pts, 14.8%). Treatment discontinuation related to AEs
occurred in 7pts (26%). One treatment-related death occurred secondary to an upper gastro-
intestinal bleed. Conclusions: The combination of durvalumab, bevacizumab and tremelimu-
mab did not meet its primary endpoint but demonstrated a clinically meaningful overall
survival benefit. No new safety signals were seen. Clinical trial information: NCT03937830.
Research Sponsor: None.
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Outcomes by baseline tumor burden using the 6-and-12 score in EMERALD-1: A
phase 3 study of durvalumab (D) 6 bevacizumab (B) with transarterial chemo-
embolization (TACE) in embolization-eligible unresectable hepatocellular carci-
noma (uHCC).

Joseph Patrick Erinjeri, Muhammad S. Beg, Mohamed Bouattour, Zhenggang Ren, Bruno Sangro, Stephen Lam Chan, Valeriy Vladimirovich Breder, Chang-Fang Chiu,
Thomas Decaens, Jeong Heo, Rebecca Griffin, Sajid Ali, Kavitha Balaji, Masatoshi Kudo; Interventional Radiology Service, Memorial Sloan Kettering Cancer Center, New
York, NY; Division of Hematology/Oncology, Department of Internal Medicine, UT Southwestern Medical Center, Dallas, TX; Medical Oncology, AP-HP Hôpital Beaujon,
Paris, France; Department of Hepatic Oncology, Liver Cancer Institute, Zhongshan Hospital, Fudan University, Shanghai, China; Liver Unit and HPB Oncology Area, Cĺınica
Universidad de Navarra and CIBEREHD, Madrid, Spain; State Key Laboratory of Translational Oncology, Department of Clinical Oncology, Sir Yue-Kong Pao Center for
Cancer, Prince of Wales Hospital, The Chinese University of Hong Kong, Hong Kong, China; Department of Chemotherapy, N. N. Blokhin National Medical Research Center
of Oncology, Moscow, Russian Federation; Cancer Center and Division of Hematology and Oncology, Department of Internal Medicine, China Medical University Hospital,
Taichung, Taiwan; University Grenoble Alpes, Department of Hepato-Gastroenterology and Digestive Oncology, CHU Grenoble Alpes, Institute for Advanced Biosciences,
INSERM U1209, Grenoble, France; Department of Internal Medicine, College of Medicine, Pusan National University and Biomedical Research Institute, Pusan National
University Hospital, Busan, South Korea; Oncology Biometrics, Late Oncology Statistics, AstraZeneca, Cambridge, United Kingdom; Global Medicines Development,
AstraZeneca, Cambridge, United Kingdom; Global Medical Affairs, AstraZeneca, Gaithersburg, MD; Department of Gastroenterology and Hepatology, Kindai University
Faculty of Medicine, Osaka, Japan

Background: In EMERALD-1 (NCT03778957), D + B + TACE significantly improved
progression-free survival (PFS) vs TACE in participants (pts) with embolization-eligible uHCC.
Tumor burden is a prognostic factor inHCC. Prior analyses showed improvements in PFSwithD
+B+TACEvsTACE inptswhomet or exceeded theup-to-7criterion (ameasure basedon tumor
number and size), and in those with max tumor diameters of , 10 cm or $10 cm. The 6-and-12
score measures tumor burden based on tumor number and size. We assessed outcomes in
EMERALD-1 by baseline tumor burden using the 6-and-12 score. Methods: Pts were random-
ized 1:1:1 to D + B + TACE, D + TACE, or TACE. Pts received D (1500 mg) or PBO for D (Q4W) +
TACE. After completing the last TACE, pts received D (1120 mg) + B (15 mg/kg), D (1120 mg) +
PBO for B, or PBOs for D and B (Q3W). In pts who received D + B + TACE and TACE, PFS, time to
progression (TTP), and objective response rates (ORR), per BICR RECIST v1.1 in the intent-to-
treat (ITT) population, and safety and number of TACE cycles in the safety analysis set (SAS; pts
received$1 dose of study treatment [tx], regardless of randomization) are reported by baseline
tumor burden using 6-and-12 scores:#6,. 6–12, or. 12. Results: Overall, 40.0%, 43.9%, and
16.2% of pts belonged to the#6,. 6–12, and. 12 groups, respectively. The number of pts who
received$2 TACE cycles increased across the groups (#6: 63.8%;. 6–12: 81.7%;. 12: 89.8%).
PFSandTTP improvedwithD+B+TACEvsTACE, regardless of baseline tumor burden,with the
best relative improvement in hazard ratios (HRs) in the . 12 group (Table). ORRs were higher
for D + B + TACE vs TACE in all groups. Max Grade 3–4 tx-related adverse event (TRAE)
frequencies were numerically higher with D + B + TACE vs TACE across tumor burden groups;
differences were reduced when adjusted for exposure. No tx-related deaths occurred with D + B
+ TACE. Conclusions: PFS, TTP, and ORR benefits were seen with D + B + TACE vs TACE with
manageable safety, regardless of tumor burden, further supporting a favorable risk-benefit
profile with D + B + TACE in embolization-eligible uHCC. Clinical trial information:
NCT03778957. Research Sponsor: AstraZeneca.

£6 >6–12 >12

ITT
D + B + TACE

n=81
TACE
n=82

D + B + TACE
n=84

TACE
n=95

D + B + TACE
n=38

TACE
n=28

Median PFS (95% CI), months 19.4
(13.7–24.9)

11.1
(7.0–13.6)

13.9
(7.2–19.6)

9.7
(6.9–16.3)

11.1
(4.4–16.6)

4.8
(2.9–6.9)

PFS HR vs TACE (95% CI) 0.69
(0.47–1.01)

0.85
(0.59–1.22)

0.61
(0.33–1.13)

Median TTP (95% CI), months 22.1
(15.1–30.5)

11.1
(7.0–13.9)

22.0
(13.9–27.7)

15.4
(7.2–16.7)

16.6
(6.9–25.1)

5.1
(3.0–7.1)

TTP HR vs TACE (95% CI) 0.60
(0.40–0.90)

0.66
(0.43–1.01)

0.42
(0.20–0.87)

ORR, n (%)* 47 (58.8) 27 (33.8) 31 (36.9) 32 (33.7) 10 (26.3) 1 (3.6)
SAS n=71 n=81 n=61 n=92 n=22 n=27
Max Grade 3–4 TRAE, n (%)
event rate per 100 pt-years

17 (23.9)
15.9

9 (11.1)
7.9

17 (27.9)
19.9

3 (3.3)
3.1

7 (31.8)
22.2

0

*In pts with evaluable disease at baseline.
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Phase I study of Ori-C101, an armored GPC3-directed CAR-T, in patients with
advanced hepatocellular carcinoma (HCC).

Jia Fan, Jian Zhou, Xiao-Wu Huang, Qiang Gao, Jieyi Shi, Yi-Feng He, Zaozhuo Shen, Wenwen Wang, Sidi Wei, Lan Gu, Li Zheng, Shanzhi Gu, Zhongwei Zhao, Rick Xu,
Qian Zhang, Bin Li, Yu Tang, Xiaomin Ding, Xiaowen He; Department of Liver Surgery and Transplantation, Liver Cancer Institute, Zhongshan Hospital, Fudan University; Key
Laboratory of Carcinogenesis and Cancer Invasion (Fudan University), Ministry of Education, Shanghai, China; Department of Hepatobiliary Surgery and Liver
Transplantation, Liver Cancer Institute, Zhongshan Hospital, and Key Laboratory of Carcinogenesis and Cancer Invasion of Ministry of Education, Fudan University,
Shanghai, China; Clinical Center for Biotherapy, Zhongshan Hospital, Fudan University, Shanghai, China; West China Hospital of Sichuan University, Chengdu, China; Hunan
Cancer Hospital, Changsha, China; Key Laboratory of Imaging Diagnosis and Minimally Invasive Intervention Research, Affiliated Lishui Hospital of Zhejiang University/the
Fifth Affiliated Hospital of Wenzhou Medical University/The Central Hospital of Zhejiang Lishui, Lishui, China; Oricell Therapeutics Co., Ltd., Shanghai, China

Background: Previously, we reported the results of Ori-C101 from investigator initiated trial in
China (ChiCTR1900028121). The data demonstrated that Ori-C101 owned a favorable safety
profile and promising efficacy. Among 10 GPC3+ HCC patients (pts) treated with Ori-C101, 9 pts
(90%) achieved disease control and 6 pts (60%) met partial response per RECIST 1.1. Two pts
with PR attained progression-free survival of one and two years respectively, with an overall
survival close to 3 years. These results implied that Ori-C101 potentially held significant clinical
benefits. Subsequently, extensive optimizations and improvements in the manufacturing
processwere implemented to enhance its clinical efficacy and persistency. Hence, amulticenter
registration study was launched in China (the BEACON study), and herein, we will present the
preliminary results. Methods: This is an open-label, multi-center, dose-escalation (3+3 de-
sign) study. GPC3+ advanced HCC pts who failed at least 2 lines of systemic treatments
received a single hepatic arterial infusion with a total dose of 0.9 to 63108 CAR-T cells. Primary
endpoints are rate of dose-limiting toxicities (DLTs) and safety with the aim to determine a
recommended phase II dose (RP2D). Secondary endpoints are cellular kinetics, overall response
rate by investigator assessment, duration of response, overall survival and overall safety.
Results: As of Dec 17th, 2024, a total of 10 eligible pts received Ori-C101 infusion at 3 dose
levels (DLs). All pts had BCLC stage B or C, with 20% (2/10) had extrahepatic metastasis. The
median number of prior lines of therapy was 4.5 (range 2-9), 100% pts received immune
checkpoint inhibitors and tyrosine kinase inhibitors. All pts were evaluable for safety. All
adverse events were reported regardless of study drug relationship. Of 10 pts evaluable for
safety, the most common $ grade (G) 3 AEs were lymphocyte count decreased (100%),
neutrophil count decreased (60.0%), blood fibrinogen decreased (40.0%), transaminases in-
creased (40.0%), platelet count decreased (20.0%), blood bilirubin increased (20.0%). CRS was
observed in 10 (100%) pts with 3 (30.0%) $ G3 CRS. No ICANS was observed. One pt developed
DLT event due to CRS and secondary disseminated intravascular coagulation. 9 pts were
evaluable for efficacy per RECIST 1.1. While 6 pts (66%) achieved disease control at DL2 or
higher, all pts at the DL3 achieved objective response. Particularly, one pt who achieved CR
showed encouraging durability and no signs of relapse at 9 months follow up evaluation, and
follow up is ongoing. Conclusions: These preliminary data showed Ori-C101 has manageable
safety profile and exciting efficacy with encouraging sign of good durability. Currently, more
pts have been enrolled at dose expansion to confirm the DLs of RP2D. More information will be
presented at coming ASCO conference. Clinical trial information: NCT05652920. Research
Sponsor: None.
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Modifiable risk-factors, genetic characteristics, and survival in early-onset
cholangiocarcinoma.

Jordan Nunnelee, Conor O’Donnell, Priyanshi Shah, Andrew Ness, Umair Majeed, Hani M. Babiker, Mitesh J. Borad, Angelo Pirozzi, Naohiro Okano, Osama M MoSalem,
Saivaishnavi Kamatham, Fang-Shu Ou, Nguyen H. Tran; Mayo Clinic, Rochester, MN; Mayo Clinic Florida, Jacksonville, FL; Mayo Clinic Rochester, Rochester, MN;
Department of Hematology and Oncology, Mayo Clinic Florida, Jacksonville, FL; Department of Hematology and Oncology, Mayo Clinic Arizona, Phoenix, AZ; Division of
Hematology and Oncology, Mayo Clinic Arizona, Phoenix, AZ; Department of Medical Oncology, Kyorin University Faculty of Medicine, Mitaka, Japan; Alliance Statistics and
Data Management Center, Mayo Clinic, Rochester, MN; Department of Oncology, Mayo Clinic Rochester, Rochester, MN

Background: Cholangiocarcinoma (CC) is a rare disease with an increasing incidence among
younger adults,which is poorly understood. Genomic profiling of tumors is both prognostic and
predictive of benefit for targeted therapies. We investigated if there are clinical and molecular
differences between younger vs older patients with CC.Methods:We collected TEMPUS genetic
data via retrospective chart review from tumors in young vs old patients seen at our institution,
defined as#50 vs. 50 years of age at time of diagnosis.We included patients diagnosedwith CC
between January 2008 and July 2024 with available clinical follow up and TEMPUS genetic
sequencing data.We collectedmutation data on the following actionable genes: FGFR2, IDH1/2,
BRCA1, BRCA2, BRAF, ATM, ERBB2/3, and KRAS. Patient characteristics and gene expression
variables were compared using Chi-square, Fisher’s exact and Wilcoxon rank-sum tests.
Kaplan-Meier, log rank tests and a multivariable Cox model were used for survival analysis.
This study was IRB exempt. Results: We included 410 patients, 84 in the young group with
median age at diagnosis of 40.8 years, and 326 in the old group with median age 68.5 years.
91.5% of patients were white. There was no difference in BMI between groups, however the
older group had higher rates of hypertension (15.5% vs 57.7%), hyperlipidemia (6.0% vs
49.7%), cardiovascular disease (1.2% vs 20.6%), and type 2 diabetes (6.0% vs 21.5%), (all
p,0.01). Primary sclerosing cholangitiswasmore common in the younggroup (26.2%vs4.3%,
p,0.01). ECOGstatus of 0 at first treatmentwas seen in65.3%of young vs 52.5%of old patients
(p = 0.02). FGFR2 alterations weremore common in the young group (17.9% vs 8.0%, p, 0.01),
while ATMmutations weremore common in old vs young (5.5% vs 0%, p = 0.03). There was no
age difference seen for the other genetic alterations.Mean tumormutational burdenwas higher
in the old group (4.1 vs 3.8 mut/mb, p = 0.01). MSI-high was found in 2% of cases with no
difference between groups. There was no significant difference in overall survival between age
groups. There was a numeric difference in overall survival in stage IV patients, though not
statistically significant (17.8 months vs. 16.3 months, p = 0.08). In amultivariable Cox analysis,
female sex, earlier stage at diagnosis and clinical trial enrollment were associated with favor-
able prognostics. Conclusions: Our data highlight relatively low rates of comorbidities asso-
ciated withmetabolic dysfunction in younger adults with CC, suggesting alternative factors are
likely to explain the increasing incidence of early-onset disease. FGRFR2 is a more common
pathogenic alteration among the young and could inform targeted therapies. Younger patients
with CC may not have improved survival outcomes compared to their older counterparts. This
underscores the aggressive nature of CC and the need for more effective therapies to improve
outcomes. Research Sponsor: None.
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Real world efficacy and safety of ivosidenib in US veterans with IDH1 mutated
cholangiocarcinoma.

Katherine Ismei Zhou, Robin Nanda Baidya, Chenyu Lin, Micaela R. Scobie, Daniel McSkimming, Michael J. Kelley, Fatima A. Rangwala; Durham VA Health Care System and
Duke University, Durham, NC; National Oncology Program Office, Department of Veterans Affairs, Washington, DC; National Oncology Program Office, Department of
Veterans Affairs and Durham VA Health Care System and Duke University, Durham, NC; Durham VA Health Care System, Durham, NC

Background: IDH1 mutations occur in 13% of patients with intrahepatic cholangiocarcinoma.
Ivosidenib is FDA approved for the treatment of advanced, previously treated, IDH1-mutated
cholangiocarcinoma. In the ClarIDHy trial, ivosidenib led to an objective response rate of 2%,
stable disease rate of 51%, median progression-free survival (PFS) of 2.7 months, and median
overall survival (OS) of 10.3months. Treatment-emergent adverse events resulted in study drug
discontinuation in 7% of patients. Data on the real-world efficacy and safety of ivosidenib in
cholangiocarcinoma remains limited. Methods: Patients with IDH1-mutated cholangiocarci-
nomawho were prescribed ivosidenib before December 1, 2024, were retrospectively identified
from the national Veterans Affairs (VA) Corporate Data Warehouse. Demographic, clinical, and
molecular data were abstracted from the National Precision Oncology database and electronic
medical records. Responsewas assessed based onprovider notes and radiology reports. Survival
was assessed by the Kaplan-Meier method, and covariates evaluated by the Cox proportional
hazards model. Results: Of 1094 veterans with cholangiocarcinoma who underwent molecular
testing, 82 (7.5%)had an IDH1mutation. 33 (40%)patients received ivosidenib at 27VAmedical
centers. The median age was 74 years (range 46–82). 2 patients (6%) had a partial response
(PR), 10 (30%) had stable disease (SD), 19 (58%) had progressive disease, and 2 were not
assessed. 20 patients (60%) had received one and 5 patients (15%) received two prior lines of
therapy. Of the 8 patients (24%) who received first-line ivosidenib, 2 (25%) had a PR and 3
(38%) had SD. Most patients (94%) started ivosidenib at the labeled dose (500 mg daily). Two
patients who started ivosidenib at reduced dose (250 mg daily) had PR and SD as their best
response. The median PFS from start of ivosidenib was 4.0 months, and the median OS was
10.5months. In amultivariable analysis, PFS and OSwere not significantly associated with age,
line of therapy, IDH1 variant allele frequency, or IDH1 mutation (17 IDH1 R132C vs. 8 other).
Patients with IDH1-mutated, advanced cholangiocarcinoma treated with ivosidenib had a
median OS of 25.3 months from diagnosis, compared to 8.7 months for patients who did
not receive ivosidenib. Toxicities leading to dose reduction, interruption, or discontinuation of
ivosidenib occurred in 3 patients (9%). Conclusions: In this real-world cohort, patients with
IDH1-mutated advanced cholangiocarcinoma treated with ivosidenib had similar response
rate, PFS, and OS compared to ClarIDHy. Toxicities leading to dose reduction, interruption,
or discontinuation were rare. The only two partial responses were observed in the first-line
setting, including one with a reduced starting dose. This suggests that frontline ivosidenibmay
be a reasonable alternative for patients with advanced cholangiocarcinoma. Research Sponsor:
None.
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HAIC plus TAE combined with tislelizumab and surufatinib in unresectable intra-
hepatic cholangiocarcinoma: The REACH-01 trial.

Kangshuai Li, Tiezhong Zhang, Qiang Gao, Dongxu Wang, Yi Liu, Hao Chen, Zhen-yu Shao, Weiwei Lv, Cuijuan Zhang, Yunfei Xu, Zongli Zhang; Qilu Hospital of Shandong
University, Jinan, Shandong, China; Qilu Hospital, Shandong University, Jinan, China; Shandong University Qilu Hospital, Jinan, China; Qilu Hospital of Shandong University,
Jinan, China

Background: REACH-01 (NCT06239532) is a single-arm, open label, prospective trial, aiming
to evaluate the safety and preliminary effectiveness of hepatic artery infusion chemotherapy
(HAIC) plus transcatheter arterial embolization (TAE) combined with tislelizumab and sur-
ufatinib as first-line therapy for unresectable intrahepatic cholangiocarcinoma (iCCA).
Methods: Twenty-eight patients with pathologically confirmed iCCA received TAE with
undruggedmicrospheres andhepatic arterial infusion of oxaliplatin (85mg/m2) and raltitrexed
(3 mg/m2) at an interval of at least 3 weeks along with intravenous tislelizumab (200mg) Q3W
andoral surufatinib (150 -250mg) once daily. The primary endpointwas the objective response
rate (ORR). Secondary outcomes included progression-free survival (PFS), conversion to
surgical resection rate, overall survival (OS), 1-year OS rate, disease control rate (DCR), and
incidence of adverse events. Results: As of December 18, 2024, the median follow-up time was
9.33 months, 15 patients achieved partial response and the ORR was 57.69 % per RECIST v1.1
criteria. The conversion to surgical resection ratewas 15.38%. TheDCRwas 80.77%. Secondary
endpoints of progression-free survival, overall survival and 1-year OS rate were not mature at
the time of the analysis. Further, treatment related adverse effects (TRAEs) of any grade
occurred in 28 patients. Manageable grade 3 adverse events (AEs) occurred in 32.14% of
patients, commonly elevated alanine aminotransferase (7.14%), anorexia (7.14%), and hypo-
kalemia (7.14%). Conclusions: HAIC plus TAE combined with tislelizumab and surufatinib are
safe and promising first-line treatment selection for unresectable iCCA. Clinical trial infor-
mation: NCT06239532. Research Sponsor: Key Research and Development Program of Shan-
dong Province; 2021CXGC011105; BeiGene Co. Ltd.
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Efficacy and safety of regorafenib combination with PD-1 inhibitors vs. regorafenib
monotherapy in second-line treatment for patients with unresectable hepatocellular
carcinoma after failure of different first-line treatments: Amulticenter retrospective
real-world study.

Weihong Ma, Jiamin Cheng, Hongli Yu, Caiyun Peng, Jie Han, Jiaqi Liu, Zhipeng Liang, Qinghao Kong, Wenjing Wang, Jinghui Dong, Aiying Jia, Yinying Lu; Comprehensive
Liver Cancer Center, The 5th Medical Center of PLA General Hospital, Beijing, China; Guizhou Medical University, Guizhou, China; Anhui Medical University, Anhui, China;
Department of Radiology, The Fifth Medical Center of the PLA General Hospital, Beijing, China

Background: Regorafenib is the first oral targeted drug as a second-line agent in patients with
unresectable hepatocellular carcinoma (HCC)whoprogressedon sorafenib treatment.There is a
lack of data to validate the second-line therapy after progression of targeted-immune com-
bination therapy. Our aim was to investigate the efficacy and safety of regorafenib alone or in
combination with a programmed death-1 (PD-1) inhibitor in second-line treatment for pa-
tients who have failed tyrosine kinase inhibitor (TKI) in combination with PD-1 or TKI
monotherapy, respectively. Methods: A total of 288 patients were enrolled in this multicenter,
retrospective study. These patients received regorafenib with or without PD-1 inhibitor
(Sintilimab/Camrelizumab/Pembrolizumab) as second-line therapy after failure of TKI
(sorafenib/lenvatinib) or such TKIs combined with PD-1 inhibitor (Sintilimab/
Camrelizumab/Pembrolizumab). The primary study endpoint was the evaluation of overall
survival (OS), while secondary study endpoints were progression-free survival (PFS), objective
response rate (ORR), disease control rate (DCR), and treatment safety. Results: In the first line
treatment, 126 patients received TKI and 162 patients received TKI plus PD-1. In the TKI cohort,
the Reg-PD-1 group exhibited markedly higher ORR (29.69% vs 4.84%; p,0.001) and DCR
(89.06% vs 67.74%; p=0.004), as well as longer median PFS (10.5 vs 4.7 months; p,0.001) and
medianOS (18.9 vs 14.0months; p=0.03) compared to theRegmonotherapy group.Therewasno
significant difference in PFS, OS, ORR, and DCR between the two groups in the TKI plus PD-1
cohort.The incidence of AEs was higher in the Reg-PD-1 group compared to the Reg group
(81.25 % vs 58.06%; p=0.005) in the TKI cohort. And Reg-PD-1 group was comparable to Reg
group (76.70%vs 66.10%; p=0.144) in the TKI Plus PD-1 cohort. Conclusions:Regorafenib plus
PD-1 may enhance efficacy in uHCC patients who failed first-line TKI therapy. However, in
patients who have progressed after first-line TKI plus PD-1 therapy, using regorafenib alone or
in combination with PD-1 in second-line therapy does not show a significant difference in
efficacy.These findings have significant implications for the selection of second-line treatment
strategies for HCC patients, indicating that the combination of regorafenib and PD-1might not
provide additional benefits in certain patient subgroups. Research Sponsor: None.

Outcomes in the two cohorts.

Outcomes

TKI TKI plus PD-1

Reg
(n=62)

Reg-PD-1
(n=64) P value

Reg
(n=59)

Reg-PD-1
(n=103) P value

CR 2 3 - 3 2 -
PR 1 16 - 6 21 -
SD 39 38 - 35 62 -
PD 20 7 - 15 18 -
ORR 4.84% 29.69% ＜0.001 15.25% 22.33% 0.276
DCR 67.74% 89.06% 0.004 74.58% 82.52% 0.227
PFS(m) 4.7 10.5 ＜0.001 6.3 9.2 0.062
OS(m) 14.0 18.9 0.03 13.2 16.2 0.13
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Characterization of CLDN18 expression in aWestern biliary tract cancer population.

Alexander Bray, Jiaqi Shi, Chandan Kumar, Nicole Peterson, Vaibhav Sahai; University of Michigan, Ann Arbor, MI

Background:Patientswith advancedbiliary tract cancer (BTC)havepoor survival despite recent
advances in chemoimmunotherapy. Claudin 18 (CLDN18) directed therapy has shown benefit in
combination with FOLFOX or CAPOX in gastric cancer and may also have therapeutic utility in
advanced BTC. However, there are limited data on CLDN18 RNA and protein expression in BTC,
especially in Western populations. Methods: Exome-capture based RNA sequencing was
performed on BTC tissue samples through the MI-ONCOSEQ study at the University of
Michigan. Fragments per Kilobase of transcript per Million mapped reads (FPKM) was used
to normalize raw read counts. Immunohistochemical staining was completed on a BTC tissue
microarray (n = 28), and Western blotting was done on human BTC cell lines (SNU-1079, RBE,
and SSP-25) using CLDN18 recombinant rabbit monoclonal antibody (34H14L15, Invitrogen).
Statistical significance was defined as p, 0.05.Results:We identified transcriptomic data from
148 consecutive BTC cases withmedian age 61 (range 17-81) years and 75 (50.7%) were female.
Of these patients, 45 (30.4%) expressed CLDN18 mRNA with FPKM . 1. A lower proportion of
intrahepatic cholangiocarcinoma (CCA) patients (n = 23/110; 20.9%) expressed CLDN18 mRNA
relative to extrahepatic CCA (n = 13/25; 54.2%) and gallbladder cancer (n = 8/11; 72.7%) (p ,

0.006). CLDN18mRNA expression was not associated with stage at diagnosis, but was higher in
metastatic versus primary sites (35.6 vs 16.1%, p , 0.05). Overall survival was not associated
with CLDN18 gene expression in univariate analysis (hazard ratio 1.02, p. 0.9). CLDN18 protein
expression was observed in 8/28 (28.6%) patients using a cutoff defined in prior gastric cancer
clinical trials (2+ to 3+ staining intensity in$ 75%of tumor cells). In humanBTC cell lines, SSP-
25 expressed CLDN18, but the SNU-1079 and RBE lines did not. Conclusions: CLDN18 is
expressed in a modest subset of Western patients with advanced BTC and CLDN18-directed
therapy may be effective in this disease, particularly in ECC and gallbladder cancer given their
higher frequency of expression. CLDN18 positive human BTC cell lines represent a promising
preclinical model system for further investigation of this therapeutic strategy. Research
Sponsor: National Cancer Institute; 5T32CA009357-42; Rogel Cancer Center.
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TACE-HAlC combined with donafenib and immune checkpoint inhibitors for BCLC
stage C HCC patients (THEME study): A retrospective IPTW adjusted cohort study.

Linan Yin, Peng Huang, Xuesong Liu, Bowen Liu, Ruibao Liu; Harbin Medical University Cancer Hospital, Harbin, China

Background:Transarterial chemoembolization (TACE) combinedwith hepatic arterial infusion
chemotherapy (HAIC) has demonstrated superior objective response rate (ORR) and
progression-free survival (PFS) compared to TACE alone, particularly in patients with unre-
sectable hepatocellular carcinoma (uHCC)with portal vein tumor thrombosis (PVTT), as shown
in previous studies. Additionally, Donafenib exhibited significant survival benefits and better
safety profiles compared to Sorafenib in a Phase III clinical trial. We aimed to retrospectively
compare the efficacy and safety of TACE-HAIC combined with Donafenib and immune check-
point inhibitors (Quadruple Therapy Group) versus the standardized targeted therapy (TKIs or
bevacizumab) plus immune checkpoint inhibitors (Targeted-Immunotherapy Group) in pa-
tients with BCLC stage C hepatocellular carcinoma (HCC). Methods: We conducted a retro-
spective analysis of patients with BCLC stage C hepatocellular carcinoma (HCC) who received
quadruple therapy or targeted-immunotherapy at the Harbin Medical University Cancer Hos-
pital between September 2019 and October 2024. Tominimize baseline imbalances between the
groups, we applied stabilized inverse probability of treatment weighting (sIPTW) methods.
Results: A total of 195 patients were included in the study, of whom 125 were assigned to the
Quadruple Therapy Group and 70 to the Targeted-Immunotherapy Group. Within the
Targeted-Immunotherapy Group, 44 patients received TKIs combined with immune check-
point inhibitors, while 26 patients received bevacizumab combined with immune checkpoint
inhibitors. After applying sIPTW to balance the baseline characteristics between the two
groups, patients in the Quadruple Therapy Group demonstrated a significantly higher median
overall survival (OS) compared with the Targeted-Immunotherapy Group(29.4 months [95%
CI: 23.9–NA] vs 18.0months [14.7–31.8]; P = 0.045). Additionally, themedian progression-free
survival (PFS) assessed by the modified Response Evaluation Criteria in Solid Tumors (mRE-
CIST) was longer in the Quadruple Therapy Group(16.4 months [95% CI: 12.7–NA] vs
10.0 months [3.3–31.8]; P = 0.013). The objective response rate (ORR) evaluated according to
mRECIST was also higher in the Quadruple Therapy Group(68.4% vs 28.2%, P , 0.001).The
incidence of any adverse events in the Quadruple Therapy Group was 95.2%, compared with
97.1% in the Targeted-Immunotherapy Group.Among these the incidence of grade$3 adverse
eventswas 40.8% in the Quadruple TherapyGroup and 38.6% in the Targeted-Immunotherapy
Group. Conclusions: Compared with Targeted-Immunotherapy Group, patients with BCLC
stage C HCC treated with TACE-HAIC combined with Donafenib and immune checkpoint
inhibitors therapy demonstrated superior efficacy and acceptable safety. Research Sponsor:
None.

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY



4091 Poster Session

Multimodal evaluation of metabolic dysfunction–associated steatotic liver disease
(MASLD)–related biliary tract cancer (BTC) and immunotherapy outcomes.

Nakul Manish Shah, Quentin Kimana, Lianchun Xiao, Felicity K Namayanja, Fen Saj, Sunyoung S. Lee, Zishuo Ian Hu, Madhulika Eluri, Lawrence Kwong, Janio Szklaruk,
Milind M. Javle; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Rising incidence of BTC, particularly intrahepatic cholangiocarcinoma (iCCA),
may be linked to increasing incidence of obesity, MASLD and type 2 diabetes mellitus (T2DM).
Immunotherapy with immune checkpoint inhibitors (ICIs) has modestly extended survival in
biliary tract cancer. However, the prevalence of MASLD in BTC, its immune microenvironment
(TME) and outcome ofMASLD-BTCwith ICIs are unknown.Methods: Retrospective analysis of
BTC patients (pts) treated with ICI between 5/2021-5/2024 with durvalumab, cisplatin, and
gemcitabine. We used American Association for Liver Diseases (AASLD) criteria for MASLD: 1)
metabolic dysfunction and 2) steatosis on imaging or biopsy. We calculated liver proton-
density fat fraction (PDFF) inpre-treatmentnon-contrast CT scans (PDFF estimate 5% labelled
as steatosis). We examined the statistical association between BMI and both tumor genotype
and gene expression patterns using data from institutional genomic platforms (MAPP2 and
RTI). Results: 179 BTC pts (65% of whom were iCCA) treated with durvalumab, cisplatin, and
gemcitabine, 103 (57.5%) met AASLD MASLD criteria. In evaluable pts, the median overall
survival (OS) was 18.4 months, and median follow-up time was 16.7 months. Non-MASLD pts
had amedian OS of 23.0months (95%CI: 16.2, NA) versus 16.7months (95%CI: 12.4, 21.2) with
MASLD (p = .056). T2DM was associated with a worse OS (10.6 versus 21.2 months, p = .004).
Multivariable coxmodel for OS demonstrated a hazard ratio (HR) of 1.45 (95% CI: 0.87, 2.4; p =
.1564) forMASLDand 1.61 (95%CI: .99, 2.65; p= .0575) for T2DM.Themedianprogression-free
survival (PFS) was 8.5 months. MASLD BTC had a median PFS of 8.2 months (95% CI: 5.7, 10.1)
versus 9.2 months (95% CI: 6.9, 16.2) without MASLD (p = .459). BTC pts with T2DM had
median PFS of 5.8months vs 13.0months without T2DM (p = .001). Multivariable coxmodel for
PFS had HR of 1.7 (95% CI: 1.1, 2.6; p = .014) for T2DM. Within our institutional database (n =
919), we observed depletion of KRAS (p = .008) and STK11 (p = .02) mutations in BTC pts with
high BMI. RNA-seq (n = 77) suggests that elevated BMI was associated with low expression of
pan-immune and epithelial-to-mesenchymal transition and increased expression of oxidative
phosphorylation signatures. Conclusions: BTC is commonly associated with MASLD and may
correlate with reduced OS and PFS with ICI, particularly in T2DM pts. Our findings suggest a
distinct immunogenomic signature in MASLD-BTC and highlight the importance of further
investigating the TME in this population. Research Sponsor: None.
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Phase 1 expansion study of FF-10832 (liposomal gemcitabine) antitumor activity in
patients with advanced biliary carcinomas.

Gerald Steven Falchook, Erkut H. Borazanci, Bruce Shih-Li Lin, Junaid Arshad, Jason Timothy Henry, Aaron J. Scott, Kin Cheung, Mary Johansen, Timothy Madden,
Gary Maier, Mikinaga Mori, Susumu Shimoyama, Ruth Ann Subach, David S. Wages, Naoki Yamada, Rachna T. Shroff; Sarah Cannon Research Institute at HealthONE,
Denver, CO; HonorHealth Research Institute, Scottsdale, AZ; Virginia Mason Medical Center, Seattle, WA; The University of Arizona Cancer Center, Tucson, AZ; Fujifilm
Pharmaceutical USA, Cambridge, MA; FujiFilm Pharmaceuticals, Spring, TX; FUJIFILM Pharmaceuticals U.S.A., Inc., Cambridge, MA; FUJIFILM Corporation, Tokyo, Japan;
FUJIFILM Pharmaceuticals U.S.A., Inc., Cambridge, IL; FUJIFILM Pharmaceuticals USA, Cambridge, MA; University of Arizona Cancer Center, Tucson, AZ

Background: FF-10832 has demonstrated improved pre-clinical anti-tumor activity compared
to gemcitabine (GEM). Associated factorsmay include its prolonged circulating half-life, tumor
accumulation, and immune activation.The first in human dose finding trial of FF-10832
demonstrated a tolerable safety profile and anti-tumor activity in heavily pre-treated patients
(pts) with solid tumors who progressed on prior gemcitabine. A biliary tract cancer (BTC) pt
maintained a PR .60 weeks after progression on prior GEM based therapy. We subsequently
enrolled an expansion cohort evaluating FF-10832monotherapy inBTCanddescribe the results
(NCT03440450). Methods: Pts $18 years with advanced BTC who had progressed on up to 3
lines of therapy were treated with FF-10832 40 mg/m2 IV Day 1 Q 21 days until disease
progression or unacceptable toxicity. Response was assessed by RECIST 1.1. Modulation of
immune cells (flow cytometry/multiomics) and population PK were assessed. Results: 18 pts
[12M/6F; median age 68 (34-79), ECOG PS 0 (3) PS 1 (15)] were treated; median # prior
therapies, 2 (1-3); all had prior GEM and 16 had progressed on prior GEM. Pts received amedian
of 4 (1 - 22+) cycles with a median time on study of 10.4 (3.3 -77+) weeks. FF-10832 was well-
tolerated. The most common drug-related AEs were nausea, pyrexia, and decreased appetite
(39% each). No Gr 4 toxicity was observed; Gr 3 AEs in.1 pt included anemia (2) and muscular
weakness (2). All AEs were successfully managed using standard therapies. Two pts withdrew
and 1 pt died of cholangitic sepsis before 1st evaluation. Best overall response in 15 remaining pts
was 2 PR, 8 SD, 4 PD and 1 NE. The median PFS and OS were 3.4 and 9.1 months, respectively.
Both PRs had received prior GEM/platinum-based therapy: 1) a gallbladder adenocarcinoma pt
achieved a 48% decrease in target lesions with FF-10832 by cycle 2, which was maintained
through cycle 10; dose was reduced to 30 mg/m2 at cycle 5 for Gr 3 muscle weakness, 2) a hilar
cholangiocarcinoma pt achieved a PR by cycle 2,with complete resolution of target lesions
beforewithdrawing. Four additional ptsmaintained SD$6 cycles, with 2 continuing on therapy
after 9 and 26 cycles. PK was similar to that previously reported (terminal t1/2, 30 hours), with
similar log decreases observed in Ki67+ regulatory T cells and increases observed in CD8+ cells,
indicative of anti-tumor immune activation. Conclusions: FF-10832 is well-tolerated and has
anti-tumor activity in pts with advanced BTC who progressed on prior GEM. Although pre-
liminary, these results of a single agent therapy compare favorably to those reported for 2nd line
combination therapies. This warrants further investigation of FF-10832 efficacy and safety in
BTC patients. Clinical trial information: NCT03440450. Research Sponsor: FUJIFILM Pharma-
ceuticals USA Inc.
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SHR-8068 plus adebrelimab and bevacizumab for advanced hepatocellular carci-
noma (aHCC): A phase 1b/2 study.

Lianxin Liu, Jiabei Wang, Tongsen Zheng, Yao Huang, Jiayin Yang, Jia Luo, Bihui Li, Jiansong Ji, Jie Ma, Qiang Xia, Jun Yao, Chaoliu Dai, Mafei Kang, Feixiang Wu,
Chengsheng Zhang, Yabing Guo, Yaozhen Pan, Deyu Li, Yong Zha, Ying Sun; The First Affiliated Hospital of the University of Science and Technology of China/Anhui
Provincial Hospital, Hefei, China; Cancer Hospital Affiliated to Harbin Medical University, Harbin, China; Mengchao Hepatobiliary Hospital of Fujian Medical University,
Fuzhou, China; West China Hospital of Sichuan University, Chengdu, China; Hunan Cancer Hospital, The Affiliated Cancer Hospital of Xiangya School of Medicine, Central
South University, Changsha, China; The Second Affiliated Hospital of Guilin Medical University, Guilin, China; Lishui Central Hospital, Lishui, China; The First Affiliated
Hospital of Guangxi Medical University, Nanning, Guangxi, China; Renji Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Oncology department,
The First Affiliated Hospital of Henan University of Science and Technology, Luoyang, Henan, China; Shengjing Hospital Affiliated to China Medical University, Shen Yang,
China; Affiliated Hospital of Guilin Medical College, Guilin, China; Affiliated Cancer Hospital of Guangxi Medical University/Wuxiang Hospital, Affiliated Cancer Hospital of
Guangxi Medical University, Nanning, China; The Second Affiliated Hospital of Hainan Medical University, Haikou, China; Nanfang Hospital Southern Medical University,
Guangzhou, China; The Affiliated Cancer Hospital of Guizhou Medical University, Guiyang, China; Henan Provincial People’s Hospital, Zhengzhou, China; Yunnan Cancer
Hospital, Yunnan, China; Jiangsu Hengrui Pharmaceuticals Co., Ltd., Shanghai, China

Background: Combination of an anti-PD-1/L1 antibody with an anti-angiogenic agent is
currently the preferred 1L treatment for aHCC. Addition of a CTLA-4 inhibitor may further
improve anti-tumor activity, with complementary immunostimulatory effects from CTLA-4
and PD-1/L1 blockade. We conducted a multicenter, open-label, phase 1b/2 trial
(NCT05444088) to assess SHR-8068, a novel anti-CTLA-4 monoclonal antibody (mAb),
combined with adebrelimab (A, anti-PD-L1 mAb) and bevacizumab (B) in patients (pts) with
aHCC. Methods: Pts with or without prior treatment were enrolled (phase 1b: failed or refused
standard therapy; phase 2: #1L systemic therapy, no immunotherapy [IO]). SHR-8068 was
evaluated in 2 dosing regimens with AB: 1 mg/kg Q6W (Combo 1) or 4 mg/kg priming dose
(Combo 2). An additional cohort evaluated AB alone (Combo 3). A was dosed at 20 mg/kg Q3W
and B at 15 mg/kg Q3W for all regimens. Results: As of Oct 31, 2024, a total of 27, 53 and 21 pts
received Combo 1, 2, and 3, respectively, across 2 study phases (overall: IO näıve, 97.0%; prior
anti-angiogenic therapy, 32.7%); median follow-up was 16.7, 11.1 and 11.3 mo, respectively. In
pts treated with Combo 2, the objective response rate (ORR) was 47.2% (25/53; 95% CI
33.3%–61.4%), with a median duration of response (DoR) of 12.7 mo (95% CI 5.8–NR). The
median progression-free survival (PFS) was 8.7 mo (95% CI 5.5–11.6); median overall survival
(OS) was not reached, with a 12-mo OS rate of 76.0% (95% CI 59.3%–86.6%). Numerically
improved ORR and survival outcomes were seen with Combo 2 vs Combo 1 and 3 (Table 1).
Overall, grade $3 treatment-related adverse events (TRAEs) occurred in 55.6%, 41.5% and
42.9%of ptswith Combo 1, 2 and 3. Themost commongrade$3TRAEs (incidence$10% for any
Combo) were decreased platelet count (22.2%, 5.7%, and 4.8% for Combo 1, 2, and 3) and
hypertension (18.5%, 7.5%, and 9.5%, respectively). TRAE led to discontinuation of any study
agent in 11.1%, 1.9% and9.5%of pts, respectively. Therewas 1 treatment-related death (Combo
3). Conclusions: SHR-8068 combined with adebrelimab and bevacizumab showed promising
efficacy andmanageable safety in aHCC. Amore favorable benefit-risk profile was observed for
SHR-8068 given as a priming dose. A phase 3 trial (NCT06618664) is currently underway to
further assess the combination as 1L treatment for aHCC. Clinical trial information:
NCT05444088. Research Sponsor: Jiangsu Hengrui Pharmaceuticals, Co., Ltd.

Efficacy outcomes.

Combo 1 (n=27) Combo 2 (n=53) Combo 3 (n=21)

ORR, % (95% CI) 29.6 (13.8–50.2) 47.2 (33.3–61.4) 19.0 (5.5–41.9)
Median DoR*, mo (95% CI) NR (9.4–NR) 12.7 (5.8–NR) NR (7.0–NR)
9-mo DoR rate*, % (95% CI) 100.0 (NR–NR) 69.8 (41.7–86.3) 66.7 (5.4–94.5)
DCR, % (95% CI) 77.8 (57.7–91.4) 77.4 (63.8–87.7) 81.0 (58.1–94.6)
Median PFS*, mo (95% CI) 6.9 (2.7–NR) 8.7 (5.5–11.6) 6.7 (2.8–9.5)
12-mo OS rate*, % (95% CI) 70.4 (49.4–83.9) 76.0 (59.3–86.6) 70.8 (46.2–85.7)

Tumor response was assessed by investigator per RECIST v1.1.
*Kaplan-Meier method. NR, not reached.
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Hepatic arterial infusion chemotherapy combined with donafenib and tislelizumab
versus transcatheter chemoembolization alone for hepatocellular carcinoma: A
propensity score matching study.

Zhongguo Zhou, Tianqing Wu, Zhikai Zheng, Minrui He, Yuhan Zhang, Yangxun Pan, Zhen Liu, Wenqing Gao, Li Xu, Dandan Hu, Yaojun Zhang, Minshan Chen; Department of
Liver Surgery, Sun Yat-Sen University Cancer Center, Guangzhou, Guangdong, China; Zhongshan School of Medicine, Sun Yat-sen University, Guangzhou, Guangdong,
China; Department of Oncology, Tengchong People’s Hospital, Baoshan, Yunnan, China

Background: Although tyrosine kinase inhibitors combined with PD-1/L1 inhibitors have been
established as first-line treatment for advanced hepatocellular carcinoma (HCC), the survival
benefit remains unsatisfactory. Hepatic arterial infusion chemotherapy (HAIC) has emerged as
an effective therapy to improve the prognosis of HCC patients. This study aimed to investigate
the efficacy and safety ofHAIC combinedwith donafenib and tislelizumab inHCC.Methods: 421
patients diagnosed as HCC and treated in Sun Yat-sen University Cancer Center from January
2017 to December 2024 were enrolled in this retrospective study, included 151 patients received
FOLFOX-HAIC combined with donafenib and tislelizumab (DT-HAIC) and 270 received trans-
catheter chemoembolization (TACE) alone. To avoid the selection bias and balance covariates,
we conducted propensity score matching (PSM). The primary outcomes are progression-free
survival (PFS) andoverall survival (OS); the secondary outcomes includeobjective response rate
(ORR), disease control rate (DCR) and safety. Tumor response was evaluated per RECIST v1.1.
Results: PSM resulted in 151 matched pairs with comparable baseline characteristics between
the DT-HAIC and TACE cohorts. Compared with the TACE cohort, Patients receiving DT-HAIC
exhibited significantly better median PFS (10.3 vs 4.9 months, P , 0.01) and median OS (not
reached vs 10.9 months, P, 0.01). The ORR and DCR were significantly higher in the DT-HAIC
cohort than in the TACE cohort (ORR: 33.8% vs 11.3%, P, 0.01; DCR: 77.9% vs 65.3%, P = 0.03).
There was no treatment-related death. Serious adverse events were similar between the two
groups, except for alanine aminotransferase (ALT), aspartate aminotransferase (AST), platelet
count, abdominal pain and allergic reaction. In the TACE cohort, the occurrence of Grade 3-4
elevations in ALT (11.3% vs 21.9%, P = 0.02) and AST (21.2% vs 36.4%, P , 0.01), as well as
abdominal pain (2.6%vs 16.6%, P,0.01),wasmore prevalent. In contrast, theDT-HAIC cohort
exhibited a higher incidence of Grade 3-4 thrombocytopenia (11.3% vs 1.3%, P , 0.01) and
allergic reactions (4.6% vs 0, P = 0.02). Conclusions: DT-HAIC significantly improved PFS, OS,
ORR, andDCR comparedwithTACE alone,withmanageable adverse events, suggesting that the
combination of HAICwith donafenib and tislelizumabmay be a promising treatment option for
HCC patients. Research Sponsor: None.

DT-HAIC (n=151) TACE (n=151) P Value

mPFS 10.3m 4.9m P,0.01
mOS Not reached 10.9m P,0.01
ORR 33.8% 11.3% P,0.01
DCR 77.9% 65.3% P=0.03
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LEAP-002 long-term follow-up: Lenvatinib plus pembrolizumab versus lenvatinib
plus placebo for advanced hepatocellular carcinoma.

Richard S. Finn, Masatoshi Kudo, Philippe Merle, Tim Meyer, Shukui Qin, Masafumi Ikeda, Ruocai Xu, Julien Edeline, Baek-Yeol Ryoo, Zhenggang Ren, Ann-Lii Cheng,
Peter Robert Galle, Shuichi Kaneko, Hiromitsu Kumada, Simcha Pollack, Kalgi Mody, Leonid Dubrovsky, David Eli Adelberg, Josep Llovet; David Geffen School of Medicine
at UCLA, Los Angeles, CA; Kindai University Faculty of Medicine, Osaka, Japan; Hopital de la Croix Rousse, Lyon, France; Royal Free London NHS Foundation Trust, London,
United Kingdom; Cancer Centre of Jinling Hospital, Nanjing University of Chinese Medicine, Nanjing, China; National Cancer Center Hospital East, Kashiwa, Japan; Hunan
Cancer Hospital, Changsha, China; Centre Eugene Marquis, Rennes, France; Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Zhongshan
Hospital, Fudan University, Shanghai, China; National Taiwan University Hospital, Taipei, Taiwan; Mainz University Medical Center, Mainz, Germany; Kanazawa University
Hospital, Kanazawa, Japan; ToranomonHospital and OkinakaMemorial Institute for Medical Research, Tokyo, Japan; Merck & Co., Inc., St. John’s University, New York, NY;
Eisai, Inc., Nutley, NJ; Merck & Co., Inc., Rahway, NJ; Tisch Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY; Institut d’Investigacions Biomèdiques
August Pi i Sunyer (IDIBAPS), Hospital Cĺınic, Universitat de Barcelona, Barcelona, Spain; Institució Catalana de Recerca i Est, Barcelona, Spain

Background: LEAP-002 was a randomized, double-blind, phase 3 study (NCT03713593) that
was conducted to evaluate the efficacy and safety of first-line lenvatinib plus pembrolizumab
versus lenvatinib plus placebo in participants with advanced hepatocellular carcinoma (HCC).
The study did notmeet its primary end points of OS at final analysis and PFS at interim analysis.
After amedian study follow-up of 43.6months, OS, PFS, and ORR remained consistent with the
primary efficacy analysis (OS: HR, 0.84 [95%CI, 0.71-0.98]; PFS: HR, 0.81 [95%CI, 0.69-0.95];
ORR, 26.3% vs 17.5%); no new safety signals were observed. Here, we present results based on
an additional 15 months of follow-up. Methods: Eligible participants with advanced HCC were
randomly assigned 1:1 to receive lenvatinib (8mg/day if bodyweight [BW], 60 kg; 12mg/day if
BW$60 kg) plus pembrolizumab (200mg IVQ3W) or lenvatinib plus placebo. Dual primary end
points were OS and PFS (per RECIST v1.1 by BICR). Secondary end points included ORR and DOR,
both per RECIST v1.1 by BICR, and safety. The database cutoff was September 24, 2024. Results:
794 participantswere randomly assigned to receive lenvatinib plus pembrolizumab (n = 395) or
lenvatinib plus placebo (n = 399). Median study follow-up was 59.2mo (range, 52.9-68.3). The
HR for OS was 0.80 (95% CI, 0.69-0.94; median, 21.1 months with lenvatinib plus pembro-
lizumab vs 19.0 months with lenvatinib plus placebo). 60-month OS rates were 19.7% with
lenvatinib plus pembrolizumab versus 10.7% with lenvatinib plus placebo. Grade 3-5
treatment-related adverse event (AE) rates were 62.8% with lenvatinib plus pembrolizumab
and 58.0% with lenvatinib plus placebo. No additional deaths due to treatment-related AEs
were reported since the final analysis (database cutoff, June 21, 2022). Overall, 47.3% of
participants treated with lenvatinib plus pembrolizumab versus 56.1% of participants treated
with lenvatinib plusplacebo received subsequent systemic therapy (TKI/VEGF, 38.5%vs42.6%;
immunotherapy, 17.2% vs 26.8%; chemotherapy, 5.3% vs 4.0%); 21.5% versus 25.6% received
subsequent liver-directed therapy (locoregional therapy, 20.0% vs 23.8%; surgery, 2.8% vs
2.8%). Conclusions: The LEAP-002 study did not meet its primary end points; however, with a
long-term follow-up of 5 years, almost twice as many participants randomly assigned to
receive lenvatinib plus pembrolizumab versus lenvatinib plus placebo were alive at database
cutoff; no new safety signals were observed. Clinical trial information: NCT03713593. Research
Sponsor: Eisai, Inc., Nutley, NJ, USA, and Merck Sharp & Dohme LLC, a subsidiary of Merck &
Co., Inc., Rahway, NJ, USA.
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Membrane-specific HER2 expression by artificial intelligence-based quantitative
scoring for prediction of efficacy of trastuzumab deruxtecan in biliary tract cancer
(HERB trial): Exploratory analysis of a multicenter, single arm, phase II trial.

Mitsuho Imai, Chigusa Morizane, Woochan Hwang, Akihiro Ohba, Yasuyuki Kawamoto, Yoshito Komatsu, Makoto Ueno, Satoshi Kobayashi, Masafumi Ikeda,
Mitsuhito Sasaki, Nobuyoshi Hiraoka, Hiroshi Yoshida, Aya Kuchiba, Ryo Sadachi, Kenichi Nakamura, Naoko Matsui, Chang Ho Ahn, Chan-Young Ock, Yoshiaki Nakamura,
Takayuki Yoshino; Translational Research Supporting Office, National Cancer Center Hospital East, Kashiwa, Japan; Department of Hepatobiliary and Pancreatic Oncology,
National Cancer Center Hospital, Tokyo, Japan; Lunit Inc., Seoul, South Korea; Division of Gastrointestinal Oncology, Shizuoka Cancer Center, Sunto-Gun, Japan; Cancer
Center, Hokkaido University Hospital, Sapporo, Japan; Department of Cancer Center, Hokkaido University Hospital Cancer Center, Sapporo, Japan; Department of
Gastroenterology, Kanagawa Cancer Center, Yokohama, Japan; Department of Hepatobiliary and Pancreatic Oncology, National Cancer Center Hospital East, Kashiwa,
Japan; National Cancer Center Hospital, Tokyo, Japan; Clinical Research Support Office, National Cancer Center Hospital, Tokyo, Japan; Department of Stem Cell
Transplantation, National Cancer Center, Tokyo, Japan; Lunit, Seoul, South Korea; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center
Hospital East, Kashiwa, Japan; Department of Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan

Background: Trastuzumab deruxtecan (T-DXd) showed promising results in patients with
HER2-positive biliary tract cancer (BTC). With T-DXd’s expanding indication into HER2-low
cancers, quantitative Artificial Intelligence (AI)-based scoring of HER2 expression at the
cellular level becomes increasingly important. This study investigated whether the intensity
and subcellular pattern of HER2 staining would correlate with response to T-DXd. Methods:
HER2 immunohistochemistry (IHC) whole slide images from the phase II HERB trial were
analyzed. These participants had unresectable or recurrent BTC refractory or intolerant to
gemcitabine-containing regimen and received T-DXd based on confirmed HER2-positive or
low status. Lunit SCOPE universal IHC, a deep learning based IHC analyzer, was used to provide
cell level classes (AI-H0,H1+,H2+,H3+) and continuous scoring ofHER2 staining intensities of
subcellular compartments (membrane, cytoplasm and nucleus) for each tumor cell. Membrane
specificity was calculated for each cell as the ratio ofmembrane intensity to the sumof all three
subcellular compartments.Results:The 29 patients analyzed showed continuous improvement
in response rateswith an increasing proportion of AI-H3+ cells. TheORRwas 37.5%, 42.9%and
50.0% for patients with more than 10%, 25%, and 50% of tumor cells classified as AI-H3+,
respectively. The HER2 intense cohort (n=4), defined by tumors with over 50% of tumor cells
classified as AI-H3+, had a significantly better PFS (HR 0.15, p,0.05) and OS (HR 0.10, p,0.05)
compared to the rest of the treatment group. The high membrane specificity group defined
by $80% of tumor cells with membrane specificity $0.4 (N=6) had a confirmed ORR of 50%.
These patients also demonstrated significantly longer PFS (HR 0.30, p,0.05) and OS (HR 0.27,
p,0.05). The six cases identified by membrane specificity included all four cases of the HER2
intense cohort and two more cases, showing improved sensitivity in identifying likely re-
sponders. Conclusions: AI based quantification of HER2 intensity and membrane specificity
waspredictive of therapeutic response toT-DXd inHER2expressingBTC.Membrane specificity
analysis wasmore sensitive in identifying exceptional responders compared to intensity alone.
Research Sponsor: None.

Confirmed response and survival based on AI defined biomarkers.

By AI-H3+ proportion By AI-MB specific cell proportion

< 50% ‡ 50% < 80% ‡ 80%

Sample size 25 4 23 6
ORR, % 28.0 50.0 26.1 50.0
mPFS 4.21 (2.83-4.40) 11.04 (5.68-12.91) 4.21 (2.83-4.40) 11.04 (1.45-12.91)
HR (95% CI, p-value) REF 0.15 (0.03-0.67, ,0.05) REF 0.30 (0.10-0.92, ,0.05)
mOS 7.00 (4.37-8.94) NR (5.68-NR) 7.00 (4.27-8.94) NR (9.63-NR)
HR (95% CI, p-value) REF 0.10 (0.01-0.79, ,0.05) REF 0.27 (0.08-0.93, ,0.05)
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A prospective, observational phase II clinical study evaluating hepatic artery in-
fusion chemotherapy in combination with HLX10 and HLX04 as first-line treatment
for patients with advanced hepatocellular carcinoma.

Huikai Li, Rentao Li, Xihao Zhang, Xiaojing Xie, Yang Liu, Linlin Fu, Qi Qi, Yu Bai, Junchao Yao, Xiaofeng Mu; Department of Hepatobiliary and Pancreatic Oncology, Tianjin
Cancer Hospital Airport, Tianjin, China; Tianjin Cancer Hospital Airport Hospital, Tianjin, China

Background: Advanced hepatocellular carcinoma (HCC) presents limited treatment options.
Immunotherapy has emerged as an effective treatment, demonstrating encouraging outcomes
and acceptable adverse reactions in advanced HCC. This study aims to assess the efficacy and
safety of HLX10 (recombinant anti-PD-1 humanized monoclonal antibody) and HLX04
(recombinant anti-VEGFhumanizedmonoclonal antibody), in combinationwithhepatic artery
infusion chemotherapy (HAIC), as first-line treatment for advanced HCC. Methods: This
prospective, observational, single-center Phase II trial enrolled untreated HCC patients with
BCLC stage C. All patients received HLX10 (4.5mg/kg, intravenous infusion, every 3 weeks) and
HLX04 (15.0 mg/kg, intravenous infusion, every 3 weeks) on Day 1 of each treatment cycle,
followed byHAICwith the FOLFOX regimen. HAICwas administered for amaximumof 8 cycles,
while HLX10 and HLX04 were continued for up to 2 years, until death, disease progression, or
intolerable toxicity occurred. The primary endpoint was the objective response rate (ORR),
assessed by the investigator according toRECIST v1.1 criteria. Secondary endpoints included the
disease control rate (DCR), progression-free survival (PFS), and safety. Results: Between
August 2023 and September 2024, a total of 35 eligible patients were enrolled in the study.
As of the data cut-off, 28 (80.0%) patients had received at least 3 cycles of treatment. Of the 35
patients, 32 underwent at least one assessment of treatment response, with the best outcomes
as follows: 17 (53.1%) achieved partial remission (PR), and 12 (40.0%) had stable disease (SD).
The ORR and DCR were 53.1% and 90.6%, respectively. Notably, among patients who had
received at least 3 cycles of treatment, 17 patients achieved PR, resulting in an ORR of 63.0%.
Moreover, 5 patients underwent successful hepatectomy after at least 3 cycles of treatment, and
postoperative pathological evaluation revealed extensive tumor necrosis in the excised tissues.
The median follow-up duration was 8.4 months, during which 6 (18.8%) patients experienced
disease progression, yielding a one-year PFS rate of 70.5%(95%CI: 47.0%–85.0%). In terms of
safety, 17 patients (48.6%) experienced at least one grade 3 or 4 adverse event (AE), with the
most frequent being decreased lymphocyte count (20%). Conclusions: The combination of
HLX10, HLX04, and HAIC as first-line treatment for advanced HCC has demonstrated prom-
ising efficacy, particularly in patients completing three ormore cycles. The safety profile of this
combination therapy was acceptable, with manageable AEs. Further investigation in larger
trials is warranted. Clinical trial information: NCT06370065. Research Sponsor: None.
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Cobolimab and dostarlimab in the first-line treatment of unresectable hepatoma: A
multi-center, single arm, phase 2 trial.

Jared David Acoba, Erin Fukaya, Shaun M. Goodyear, Adel Kardosh; University of Hawaii Cancer Center, Honolulu, HI; Oregon Health & Science University, Portland, OR;
OHSU Knight Cancer Institute, Portland, OR

Background: TIM-3 is highly expressed in cancer and mediates T cell exhaustion/dysfunction
that canbe an importantmechanismof immune escape. Cobolimab, an anti-TIM-3monoclonal
antibody, in combination with dostarlimab (a PD-1 inhibitor), has been shown to enhance T-
cell activity in preclinical assessments. This study aimed to investigate the efficacy and safety of
cobolimab and dostarlimab in the treatment of unresectable hepatocellular carcinoma (HCC).
Methods:This is amulti-center, single-arm, phase II study. Eligible patientswith unresectable
hepatoma (Barcelona Clinic Liver Cancer Stage B or C) and Child Pugh A or B7 (limit 6) liver
function received cobolimab 300mg and dostalimab 500mg every 3 weeks for up to 2 years. The
primary endpoint was the objective response rate (ORR) per Response Evaluation Criteria in
Solid Tumors version1.1. Secondary endpoints were disease control rate (DCR) and duration of
response (DoR), progression-free survival (PFS), overall survival (OS), and safety. Results: 40
patients were treated (mean age 67 years [range: 24–85]). The analysis presented here is for all
34 Child Pugh A patients. As of November 6, 2024, the median follow-up was 12.9 months. The
ORR and DCR were 37.1% and 85.2% respectively (3.7% CR, 33.3% PR, 48.1% SD). The median
PFS was 11.0 mo (95% CI: 4.6-17.4), and the median OS was 27.3 mo (95% CI: 21.1-33.5). The
median DoR was 14.8 mo (95% CI: 9.4-20.2). Overall incidences of adverse events (AEs) of any
grade was 97.1% and immune-related AEs (irAEs) of any grade was 64.7%. The most common
irAEs of any grade were dermatologic (47.1%) and endocrine (14.7%). There were two patients
(5.8%) who experienced mild elevations of AST and ALT. Grade $3 irAEs were observed in two
patients (5.8%), which included decreased neutrophil count, hypophysitis, and hypothyroid-
ism. Therewere no treatment-related discontinuations or deaths.Conclusions:Cobolimabplus
dostarlimab yielded promising response rates and survival outcomes with acceptable safety as
first-line treatment in patients with CP A, unresectable HCC. This represents a potential
therapy regimen for this population. Clinical trial information: NCT03680508. Research Spon-
sor: GSK.
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Sorafenib plus hepatic arterial infusion chemotherapy versus sorafenib plus
transarterial chemoembolization in advanced hepatocellular carcinoma: An update
on SHATA-001 study.

Zefeng Du, Zhicheng Lai, Anna Kan, MinKe He, Ming Shi; Department of Hepatobiliary Oncology, Sun Yat-Sen University Cancer Center, State Key Laboratory of Oncology in
South China, Collaborative Innovation Center for Cancer Medicine, Guangzhou, China

Background: Although sorafenib plus transcatheter arterial chemoembolization (SoraTACE)
has been widely applied for advanced hepatocellular carcinoma (HCC) in most Asian countries,
sorafenib plus hepatic arteria infusion chemotherapy (SoraHAIC) may be a better alternative.
Herein, we compared the efficacy and safety between the two groups in advanced HCC.
Additionally, we validated a predictive model from our previous phase III trial
(NCT02973685, cohort1). Methods: This phase III trial (NCT02856126) recruited participants
with advanced HCC. Eligible participants were randomly assigned (2:1) to receive Sorafenib
(400mg orally twice daily) plus HAIC per 3 weeks or TACE until disease progression or
unacceptable toxicity. The Primary endpoint was overall survival (OS). Whole-exome sequenc-
ing (WES), RNA sequencing, and DNA methylation analysis of tumor biopsy samples were
performed for predictive biomarker exploration (cohort 1) and validation (SHATA-001).
Results: FromAugust 2016 to October 2020, a total of 207 participants were allocated to receive
SoraHAIC (n = 141) or SoraTACE (n = 66). The trial met the prespecified endpoints. SoraHAIC
significantly prolonged OS compared to SoraTACE (median OS, 15.7 versus 11.2 months; p ,

0.001). In the SoraTACE group, 56.7% of participants experienced grade 3 or 4 treatment-
related adverse events, which were significantly higher than the SoraHAIC group (39.3%; p ,

0.023). Severe adverse events were also more frequent in SoraTACE (15.7% vs 26.7%, p = 0.07).
WES analysis found no ideal indicator in the mutational landscape for treatment outcome. We
identified 1226 and 506 differentially methylated probes (DMPs) among the non-responsive
specimens in the HAIC and TACE groups. Then we performed RNA-seq analysis. By comparing
the transcriptome between the responsive and non-responsive groups, 685 and 600 differ-
entially expressed genes (DEGs) were generated in the two treatment groups, respectively. In
the HAIC group, pathways including leukocyte-mediated immunity and immune response-
activating signaling pathway were enriched in the responders, while metabolic-related path-
ways including steroidmetabolic process and alcohol biosynthetic process were enriched in the
non-responders in the TACE group. Integrative analysis of DEGs and DMPs indicated phos-
phofructokinase (PFKM) could potentially stratify patients to HAIC or TACE as higher expres-
sion of PFKMwas associatedwith favorable outcomes accepting TACE. Such performance could
also be validated in this study as participants with elevated PFKM tended to benefit from
SoraTACE. Conclusions: This trial demonstrated SoraHAIC significantly improved OS over
SoraTACE in participants with advanced HCC. Participants with high PFKM expression
benefited more from TACE. Clinical trial information: NCT02856126. Research Sponsor: None.
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Survival outcomes for zanidatamab-hrii compared to chemotherapy in previously
treated HER2-positive (IHC3+) biliary tract cancer (BTC): HERIZON-BTC-01 vs a
real-world (RW) external control arm (ECA).

Richard D. Kim, Xiaozhou Fan, Javier Sabater, Wayne Su, Kathleen Hurwitz, Kayla Hendrickson, Kara Bennett, Catherine Wiener, Phillip M. Garfin, Joan Zape, Mark Ozog,
John Bridgewater, Juan W. Valle, Farshid Dayyani; Moffitt Cancer Center, Tampa, FL; Jazz Pharmaceuticals, Philadelphia, PA; Jazz Pharmaceuticals, Oxford, United
Kingdom; Target RWE, Durham, NC; University of North Carolina at Chapel Hill, Chapel Hill, NC; Jazz Pharmaceuticals, Palo Alto, CA; University College London Cancer
Institute, London, United Kingdom; Cholangiocarcinoma Foundation, Herriman, UT; University of California, Irvine Chao Family Comprehensive Cancer Center, Orange, CA

Background: Zanidatamab-hrii, a bispecific HER2-directed antibody, received accelerated
approval for adults with previously treated, unresectable or metastatic HER2-positive (IHC
3+) BTC based on results from the single-arm phase 2 HERIZON-BTC-01 trial. The results here
compare survival outcomes with zanidatamab-hrii from HERIZON-BTC-01 vs a comparable
RWcohort of patientswho received second-line (2L) chemotherapy.Methods:HERIZON-BTC-
01 (NCT04466891) evaluated zanidatamab-hrii (20 mg/kg IV every 2 weeks) in patients with
HER2-amplified, unresectable locally advanced or metastatic BTC (gallbladder cancer [GBC],
intra-/extra-hepatic cholangiocarcinoma [ICC/ECC]) who had received prior gemcitabine-
containing therapy. HERIZON-BTC-01 patients with HER2 IHC3+ (n = 62) were included in
this analysis. The US-based ECA was constructed using deidentified data from the Flatiron
Health Electronic Health Record. Key inclusion criteria for the ECA included a diagnosis of GBC
or ICC/ECC with initiation of 2L chemotherapy between 2011-2023, HER2 IHC3+ prior to 2L
initiation, and 1L treatment with a gemcitabine-containing regimen. Patients with ECOG. 1 or
CNS metastases were excluded. Standardized mortality ratio (SMR) weighting was used to
account for potential imbalance of key prognostic factors. Overall survival (OS) and
progression-free survival (PFS) were evaluated using SMR-weighted Kaplan-Meier and Cox
proportional hazards regression. Results: Among 290 RWpatients initiating 2L treatment with
HER2 testing, 12 met all eligibility criteria and were included in the ECA. The most common
reason for exclusion was lack of HER2-positivity (n = 209). Median follow-up times were 16.1
(interquartile range [IQR]: 9.4, 19.9) and 4.7 (IQR: 2.6, 8.1) months for the zanidatamab-hrii
and ECA arms, respectively. After weighting, baseline characteristics were similar across arms
with standardized mean differences#0.2. The most common 2L chemotherapy regimen in the
ECA was FOLFOX (n =6), followed by gemcitabine-based regimens (n = 3) and FOLFORI (n = 2).
Compared with chemotherapy, zanidatamab-hrii resulted in longer median OS (18.07 vs
3.29 months; hazard ratio [HR]:0.29) and PFS (7.26 vs 2.30; HR: 0.47) (Table). The 6- and
12-month survival for zanidatamab-hrii patients were 90% and 65% (vs. 29% and 13% for the
ECA), respectively. Conclusions: Among patients with previously-treated HER2-positive
(IHC3+) BTC, zanidatamab-hrii resulted in longer survival, including a . 14 month increase
in median OS, vs ECA patients treated with chemotherapy. Research Sponsor: Jazz
Pharmaceuticals.

Zanidatamab-hrii
(N=62)

ECA
(N=12)

OS
Median, mos 18.07 3.29
Survival % (95% CI)
6 mos 90% (83%, 98%) 29% (11%, 75%)
12 mos 65% (54%, 78%) 13% (3%, 55%)
PFS
Median, mos 7.26 2.30
Survival % (95% CI)
6 mos 55% (44%, 69%) 14% (4%, 47%)
12 mos 32% (22%, 46%) 14% (4%, 47%)
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Concordance analysis between tumor tissue HER2 status by immunohistochem-
istry (IHC) and in situ hybridization (ISH) and a translational analysis of plasma
ctDNA in patients (pts) with biliary tract cancer (BTC): An exploratory analysis from
the phase 2 HERIZON-BTC-01 trial.

James J. Harding, Jin Won Kim, Do-Youn Oh, Heung-Moon Chang, Emerson Yu-sheng Chen, Dong Uk Kim, Eric Xueyu Chen, Joon Oh Park, Mohamedtaki Abdulaziz Tejani,
Jean-Philippe Metges, John Bridgewater, Teresa Macarulla, Xiaotian Wu, Yi Zhao, Diana Shpektor, Phillip M. Garfin, Shubham Pant; Memorial Sloan Kettering Cancer
Center, New York, NY; Seoul National University Bundang Hospital, Seoul National University College of Medicine, Seongnam, South Korea; Seoul National University
Hospital, Cancer Research Institute and Seoul National University College of Medicine, Integrated Major in Innovative Medical Science, Seoul National University Graduate
School, Seoul, South Korea; Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Oregon Health & Science University, Portland, OR;
Biomedical Research Institute, Pusan National University Hospital, South Korea, South Korea; Cancer Clinical Research Unit, PrincessMargaret Cancer Centre, Toronto, ON,
Canada; Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; AdventHealth, Altamonte Springs, FL; CHRU de Brest - Hopital
Morvan, ARPEGO Network, Brest, France; University College London Cancer Institute, London, United Kingdom; Vall d’Hebron University Hospital, Vall d’Hebron Institute of
Oncology (VHIO), Barcelona, Spain; Jazz Pharmaceuticals, Philadelphia, PA; BeOne Medicines Ltd, Beijing, China; Jazz Pharmaceuticals, Palo Alto, CA; The University of
Texas MD Anderson Cancer Center, Houston, TX

Background:HER2 is a target for precision oncology. HER2 protein overexpression and/or gene
amplification is observed in a subset of ptswith BTC. Zanidatamab (zani), a dualHER2-targeted
bispecific antibody, received accelerated approval as a treatment for adults with previously
treated, unresectable, or metastatic HER2-positive (IHC 3+) BTC based on the phase 2b
HERIZON-BTC-01 trial. In this exploratory analysis, we evaluated concordance between
tissue-based HER2 IHC and ISH in screened pts, and HER2 gene amplification between
tissue-based HER2 ISH and plasma ctDNA by NGS in zani-treated pts. Methods: In
HERIZON-BTC-01 (NCT04466891) pts were screened for HER2 gene-amplified tumors by
ISH (VENTANA HER2 Dual ISH DNA Probe Cocktail assay) at a central laboratory. Pts with
HER2 gene amplification were prospectively assigned to cohorts based on centrally determined
HER2 IHC score (Ventana PATHWAY [4B5] IHC assay); cohort 1: IHC 2+ or 3+; cohort 2: IHC 0 or
1+. HER2 status was assessed in a fresh biopsy or an archived sample per ASCO/CAP guidelines,
with gastric cancer algorithm. Enrolled pts received zani 20 mg/kg IV Q2W in 28-day cycles.
Plasma ctDNA samples were collected prior to the first cycle of zani (baseline) and on-
treatment at cycle 2 day 28 for testing with NGS Guardant360 (Guardant Health). Guardant360
Molecular Response (MR) scoreswere calculated based on changes in plasma ctDNA levels from
baseline. Results: Overall, 756 screened pts had central results for both HER2 IHC and ISH.
Nearly all pts (94%)withHER2 IHC3+BTChadHER2-amplified tumors per ISH (Table). Among
all 87 pts treated with zani across both cohorts, 48 samples from 25 pts were available for
testing with NGS. The concordance between HER2 gene amplification by ISH and ctDNA NGS
was 59%.Co-mutations at baseline inplasma ctDNAoccurring in. 10%ofpts includedKRAS (n
= 1 [3%]), HER2 S310F (n = 3 [9%]), and PIK3CA (n = 6 [18%]). Overall, 18/25 (72%) pts had a
decrease in ctDNA levels from baseline at cycle 2 day 28; decreases. 90%were observed in pts
with a best response of partial or stable disease. MR scores correlated with tumor response
(ANOVA, P = 0.0189). Conclusions: In this analysis, there was a high concordance (94%)
observed between tumor tissue HER2 IHC 3+ status and HER2 gene amplification among pts
screened in HERIZON-BTC-01. Exploratory translational analysis shows that treatment with
zani after 2 cycles was associated with a decrease in plasma ctDNA levels in the majority of pts.
Clinical trial information: NCT04466891. Research Sponsor: Jazz Pharmaceuticals.

HER2 IHC and ISH status among screened patients.

IHC Status

ISH Status Amplification
n/N (%)Amplified Non-Amplified Total

0 12 330 342 12/342 (3.5)
1+ 8 94 102 8/102 (7.8)
2+ 34 167 201 34/201 (16.9)
3+ 104 7 111 104/111 (93.7)
Total 158 598 756 158/756 (20.9)
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The efficacy of atezolizumab plus bevacizumab for advanced hepatocellular car-
cinoma in relation to tumor-infiltrating lymphocytes: Histological assessment of
CD8+ T cell spatial features as predictive biomarkers.

Hiroaki Kanzaki, Takamasa Ishino, Sadahisa Ogasawara, Midori Sawada, Ryo Izai, Takuya Yonemoto, Sae Yumita, Ryuta Kojima, Keisuke Koroki, Masanori Inoue,
Naoya Kanogawa, Yuka Takano, Kaho Takata, Masahito Kawazu, Junichiro Ikeda, Masayuki Ohtsuka, Yujin Hoshida, Mina Komuta, Yosuke Togashi; Department of
Gastroenterology, Graduate School of Medicine, Chiba University, Chiba, Japan; Department of Gastroenterology, Graduate School of Medicine, Chiba University, Chiba-Shi
Chuo-Ku, Japan; Department of Tumor Microenvironment, Graduate School of Medicine, Dentistry and Pharmaceutical Sciences, Okayama University, Okayama, Japan;
Division of Cell Therapy, Chiba Cancer Center Research Institute, Chiba, Japan; Department of Diagnostic Pathology, Graduate School of Medicine, Chiba University, Chiba,
Japan; Department of General Surgery, Graduate School of Medicine, Chiba University, Chiba, Japan; UT Southwestern Medical Center at Dallas, Dallas, TX; Department of
Pathology, International University of Health and Welfare, School of Medicine, Narita Hospital, Chiba, Japan; Department of Tumor Microenvironment, Faculty of Medicine,
Dentistry and Pharmaceutical Sciences, Okayama University, Okayama, Japan

Background: The combination of atezolizumab and bevacizumab (Atez/Bev) has improved
prognosis in advanced hepatocellular carcinoma (HCC), though its therapeutic mechanisms
remain unclear. While the tumor microenvironment (TME) holds promise for biomarker
discovery, current studies rely on archived diagnostic samples.We aimed to elucidatemolecular
determinants of treatment efficacy and identify predictive biomarkers through comprehensive
TME analysis of pre-treatment samples. Methods: We analyzed biopsy samples from 94
advanced HCC patients immediately before initiating Atez/Bev treatment using immunohis-
tochemistry (IHC), RNA-sequencing, flow cytometry, and multiplexed imaging. Our analysis
focused on spatial characteristics of CD8+ T cells and effector regulatory T (eTreg) cells, with
longitudinal assessment of immune responses during treatment. Results: High programmed
death-1 (PD-1) positivity in CD8+ T cells was significantly associated with favorable
progression-free survival (PFS) (HR 0.24, 95% CI 0.11-0.52), while CD8+ T cell density showed
no significant correlation (HR 1.12, 95% CI 0.64-1.95). Through multiplexed imaging analysis
using PD-1 positivity as a key indicator, we identified two critical determinants of response:
CD8+ T cells localizing within tumor parenchyma rather than fibrous stroma, andmaintaining
diffuse distribution throughout the tumor parenchyma. These features, assessablewith routine
hematoxylin and eosin and CD8 IHC staining, stratified patients into four prognostic groups (p
= 0.019), with median PFS ranging from 14.3 months (both favorable features) to 3.5 months
(neither feature). The PD-1 positivity in eTreg cells was not associatedwith prognosis (HR 0.75,
95% CI 0.34-1.62). Notably, bevacizumab counteracted the potential negative effects of pro-
grammed death-ligand 1 blockade by suppressing eTreg cell activation, as demonstrated
through analysis of patients who discontinued bevacizumab and in vitro experiments showing
reduced expression of eTreg activation markers. Conclusions: We demonstrate that routine
histological assessment of CD8+ T cell localization and distribution patterns can predict Atez/
Bev efficacy in advanced HCC. The identified synergisticmechanism of bevacizumab-mediated
eTreg suppression provides a framework for future combination immunotherapy development.
Research Sponsor: CHUGAI PHARMACEUTICAL CO., LTD.
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Radiomic analysis on pretreatment MRI to predict response to atezolizumab plus
bevacizumab in advanced hepatocellular carcinoma: A multicenter study.

Hui-Chuan Sun, LunaWang, Hanyu Jiang, Bin Xu, LifangWu, Xueli Bai, Tianqiang Song, Jianqiang Cai, Yong-Yi Zeng, LinWang, Deyu Li, TianfuWen, Yongjun Chen, Yun Qing,
Weixia Chen, Ziyi Wang, Shiqi Zhou, Ziyue Yang, Jian Zhou, Jia Fan; Department of Hepatobiliary Surgery and Liver Transplantation Liver Cancer Institute and Zhongshan
Hospital, Fudan University, Shanghai, China; Department of Hepatobiliary Surgery and Liver Transplantation, Liver Cancer Institute and Zhongshan Hospital, Fudan
University, Shanghai, China; Department of Radiology, West China Hospital, Sichuan University, Chengdu, China; Department of Radiology, Zhongshan Hospital, Fudan
University, Shanghai Institute of Medical Imaging, Shanghai, China; Department of Hepatobiliary and Pancreatic Surgery, the First Affiliated Hospital, Zhejiang University
School of Medicine, Hangzhou, China; Department of Hepatobiliary Cancer, Liver Cancer Center, Tianjin Medical University Cancer Institute & Hospital, National Clinical
Research Center for Cancer, Key Laboratory of Cancer Prevention and Therapy, Tianjin’s Clinical Research Center for Cancer, Tianjin, China; Department of Hepatobiliary
Surgery, National Cancer Center, National Clinical Research Center for Cancer, Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College,
Beijing, China; Department of Hepatobiliary Surgery, MengChao Hepatobiliary Hospital of Fujian Medical University, Fuzhou, China; Department of Hepatobiliary Surgery,
The Second Affiliated Hospital of KunmingMedical University, Kunming, China; Department of Hepatobiliary Surgery, Henan Provincial People’s Hospital, People’s Hospital
of Zhengzhou University, School of Clinical Medicine, Henan University, Zhengzhou, China; Department of Liver Surgery & Liver Transplantation Center, West China
Hospital, Chengdu, China; Department of Hepatobiliary Surgery, Ruijin Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Department of
Hepatobiliary Surgery and Liver Transplantation, Liver Cancer Institute, Zhongshan Hospital, and Key Laboratory of Carcinogenesis and Cancer Invasion of Ministry of
Education, Fudan University, Shanghai, China; Department of Liver Surgery and Transplantation, Liver Cancer Institute, Zhongshan Hospital, Fudan University; Key
Laboratory of Carcinogenesis and Cancer Invasion (Fudan University), Ministry of Education, Shanghai, China

Background: The combination of atezolizumab and bevacizumab is the standard treatment for
advanced hepatocellular carcinoma approved in China andmany other countries. However, the
objective response rate of this combination treatment was around 30%. Consequently, iden-
tifying individuals with the potential to respond favorably prior to initiating therapy remains a
pressing challenge. Methods: This multi-center retrospective study included advanced hepa-
tocellular carcinoma patients who received atezolizumab plus bevacizumab as first-line ther-
apy between December 2020 and February 2024. The training cohort consisted of eligible
patientswhohave complete baseline, treatment and tumor evaluation records andMRI imaging
data from Zhongshan Hospital, while eligible patients from other centers constituted the
external validation cohort. A deep learning model based on nnU-Net was developed to auto-
matically segment intrahepatic lesions. All segmentations were reviewed and revised by two
radiologists. The radiomic featureswere extracted using PyRadiomics, then a radiomic feature-
based model for predicting response to atezolizumab plus bevacizumab therapy was con-
structed using theExtremeGradient BoostingDecisionTree (XGBoost) algorithm. Additionally,
three radiologists evaluated 53 visually-assessed MRI features on MRI scans. Finally, the
predictive performance of radiomic featuremodel, aswell as the relationship between radiomic
and MRI features, was assessed. Results: A total of 240 eligible patients were recruited from 14
centers in China, of which 161 and 79 were classified as training and validation cohorts,
respectively. During a median follow-up period of 13.7 months (IQR: 8.3–20.6) in the training
cohort and 10.5 months (IQR: 7.4–17.2) in the validation cohort, 19.0% (30/161) and 23.0% (18/
79) of patients, respectively, achieved an objective response by RECIST v1.1 (p = 0.559). The
radiomic featuremodel demonstrated a promising predictive performance, achieving anAUCof
0.913 (95% CI: 0.874–0.953) in the training cohort and 0.825 (95% CI: 0.700–0.949) in the
validation cohort. Fat surpassing liver mass was the only MRI feature associated with an
objective response (p = 0.020). When the MRI feature was combined with radiomic features,
the predictive model further improved, yielding an AUC of 0.951 (95% CI: 0.924–0.979) in the
training cohort and 0.835 (95% CI: 0.725–0.945) in the validation cohort. A significant
correlation was observed between radiomic features and MRI features of intrahepatic lesions
with a univariate analysis p , 0.2. Conclusions: Radiomic features derived from pretreatment
MRI scans can effectively predict personalized objective responses to combination therapywith
atezolizumab and bevacizumab in patients with unresectable or advanced HCC. Research
Sponsor: National Natural Science Foundation of China; 82372037.
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Efficacy and safety of atezolizumab and bevacizumab with or without transarterial
chemoembolization as first-line therapy for advanced hepatocellular carcinoma: An
international multicenter real-world study.

Ningning Zhang, Kaipeng Liu, Yuexi Yu, Kai Yuan, Haipeng Yu, Jean-Charles Nault, Claudia Campani, Lorraine Blaise, Sarah Mouri, Eleonore Spitzer, Yawei Du,
Shuwen Zhang, Wenwen Zhu, Hao Yu, Xuanchen Liu, Ming Luo, Duan Feng, Manon Allaire, Wei Lu, Jihui Hao; Department of Lymphoma, Tianjin Medical University Cancer
Institute and Hospital, National Clinical Research Center for Cancer, Key Laboratory of Cancer Prevention and Therapy, the Sino-US Center for Lymphoma and Leukemia
Research, Tianjin, Tianjin, China; Department of Hepatobiliary Oncology, Liver Cancer Center, Tianjin Medical University Cancer Institute and Hospital, Tianjin, China;
Department of Interventional Radiology, Chinese PLA General Hospital, Beijing, China; Department of Interventional Therapy, Tianjin Medical University Institute and
Hospital, National Clinical Research Center for Cancer, Tianjin, China; Hôpital Jean Verdier, Hôpitaux Universitaires Paris-Seine-Saint-Denis, Bondy, France; Experimental
and Clinical Medicine Department University of Florence, Florence, Italy; AP-HP, Hôpital Avicenne, service d’hépatologie, Pairs, France; AP-HP Sorbonne Université, Hôpital
Universitaire Pitié-Salpêtrière, Service d’Hépato-gastroentérologie, Pairs, France; Department of Hepatobiliary Oncology, Liver Cancer Center, Tianjin Medical University
Cancer Institute and Hospital, National Clinical Research Center for Cancer, Tianjin, China; Department of Hepatobiliary Oncology, Liver Cancer Center, Tianjin Medical
University Cancer Institute and Hospital, National Clinical Research Center for Cancer, Key Laboratory of Cancer Prevention and Therapy, Tianjin Medical University, Tianjin,
China; Department of Pancreatic Cancer, Tianjin Medical University Cancer Institute and Hospital, National Clinical Research Center for Cancer, Key Laboratory of Cancer
Prevention and Therapy, Tianjin Medical University, Tianjin, China

Background: Transarterial chemoembolization (TACE) combined with immunotherapy and
targeted therapy provides a promising therapy for advanced hepatocellular carcinoma
(HCC).This study aimed to compare the efficacy and safety of atezolizumab and bevacizumab
combined with (TACE-Ate-Bev) or without TACE (Ate-Bev) as first-line treatment for ad-
vanced HCC. Methods: This international multicenter, retrospective study included 311 ad-
vanced HCC cases administered TACE-Ate-Bev (n = 152) or Ate-Bev (n = 159). Inverse
probability of treatment weighting (IPTW) was employed to minimize bias. Overall survival
(OS), progression-free survival (PFS), and adverse events (AEs) were observed. Results: The
TACE-Ate-Bev group demonstrated significantly improved OS (26.8 [95% CI 23.1-NA] vs.
14.9 months [95% CI 11.4-19.9]; hazard ratio [HR] = 2.66 [95% CI 1.87-3.77], p , 0.0001)
and PFS (16.0 months [95% CI 12.8-17.8] vs. 6.5 months [95% CI 5.4-7.6]; HR = 2.50 [95% CI
1.90–3.28], p , 0.0001) compared to the Ate-Bev group, especially across BCLC stage B (mOS:
NA [95%CI 23.5-NA] vs. 15.6months [95%CI 11.4-NA], p,0.0001;mPFS: 16.9months [95%CI
16.2-NA] vs. 6.7 months [95% CI 5.7-10.9], p , 0.0001) and BCLC stage C (mOS: 25.2 months
[95% CI 19.7-NA] vs. 14.3 months [95% CI 10.1-20.5], p = 0.00018; mPFS: 12.8 months [95% CI
11.3-17.0] vs. 6.5 months [95% CI 5.0-7.7], p, 0.0001) disease. The superior efficacy of TACE-
Ate-Bev indicated same trends after IPTW adjustment. Grade 3 or 4 AEs were observed in 36
patients (24.3%) in theTACE-Ate-Bev group and34 (21.4%) in theAte-Bev group. Therewasno
statistically significant difference in the proportion of gastrointestinal bleeding between the
TACE-Ate-Bev and Ate-Bev groups (9.9% vs. 10.1%, p = 0.954). Notably, patients with portal
hypertension, portal vein tumor thrombus vp3-4, extrahepaticmetastasis or Child-Pugh grade
B exhibited improved OS and PFS in the TACE-Ate-Bev group versus the Ate-Bev group.
Conclusions: TACE-Ate-Bev significantly improves OS and PFS with acceptable toxicity com-
pared to Ate-Bev as first-line therapy for advanced HCC. Research Sponsor: None.
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Factors associated with immunotherapy response for hepatocellular carcinoma.

Matthew Shing Hin Chung, Rex Wan-Hin Hui, Lu Li, Xianhua Mao, Chi Leung Chiang, Carlos K. H. Wong, Ian Chi Kei Wong, Man Fung Yuen, Wai-Kay Seto, Lung-Yi Mak; The
University of Hong Kong, Hong Kong, Hong Kong; Department of Medicine, The University of Hong Kong, Queen Mary Hospital, Hong Kong, Hong Kong; Department of
Pharmacy and Pharmacology, The University of Hong Kong, Hong Kong, Hong Kong; Queen Mary Hospital, The University of Hong Kong, Hong Kong, Hong Kong;
Department of Medicine, Queen Mary Hospital, The University of Hong Kong, Hong Kong, Hong Kong

Background: Immunotherapy has shown remarkable progress in treating hepatocellular car-
cinoma (HCC) in recent years. We aim to investigate the clinical factors associated with
treatment response to HCC immunotherapy in Asian population. Methods: We identifiedHCC
patients receiving immunotherapy (nivolumab, pembrolizumab, atezolizumab, durvalumab,
tremelimumab, ipilimumab; including monotherapies or combinations) from January 2008 to
June 2024 from a population-based cohort in Hong Kong. Primary outcomes were all-cause
mortality and hospitalization stratified by etiology of HCC [Viral-HCC, defined as hepatitis B
virus (HBV)-related or/and hepatitis C virus (HCV)-related HCC vs non-viral-HCC], other
clinical factors including age, sex, type 2 diabetes (T2D), cirrhosis, antiviral therapy for HBV,
and history of receiving other oncological treatment (curative: surgical resection, liver trans-
plant, radiofrequency ablation, microwave ablation; non-curative: transcatheter arterial che-
moembolization and radiotherapy). Hazard ratios (HR) were estimated by Cox regression
models. Results: This study included 1363 patients on immunotherapy (mean age 63.1 years,
84.2%male; 87.2% viral-HCC; 23.0%had prior curative therapy; 34.5%had prior non-curative
therapy). Over 240-days ofmedian follow-up, viral-HCC had similar risk of all-causemortality
(54.5% vs 58.9%, p = 0.169) and hospitalization (34.8% vs 30.9%, p = 0.360) compared to non-
viral-HCC. Patientswith prior curative therapy compared to thosewithout had lower risk of all-
cause mortality (HR 0.81 [95% CI: 0.69-0.95], p = 0.011). Among HBV-related HCC, those with
antiviral treatment $2 years prior to immunotherapy were associated with lower risk of liver-
specificmortality (HR 0.83 [95%CI 0.70-0.99], p = 0.036) andHCC-specificmortality (HR 0.80
[95% CI 0.67-0.96], p = 0.014). Patients with cirrhosis had higher risk of all-cause mortality
(HR 1.42 [95% CI 1.18-1.71], p, 0.001). No associations with treatment response were observed
in subgroups stratified by age, 60/$60, sex, and T2D. Conclusions: Among patients with HCC
receiving immunotherapy, treatment outcomes were similar in viral-etiologies and non-viral
etiologies. Antiviral treatment improves treatment response in HBV-related HCC, while cir-
rhosis is detrimental to mortality outcomes. HCC immunotherapy following curative treat-
ment, in contrast to non-curative therapies, has improved treatment response. Research
Sponsor: None.

All-cause mortality Hospitalization

HR 95% CI P value HR 95% CI P value

Viral-HCC 0.86 (0.70, 1.06) 0.169 1.14 (0.86, 1.51) 0.360
Age (<60/ ‡60) 0.91 (0.79, 1.06) 0.238 0.90 (0.76, 1.08) 0.276
Sex 0.98 (0.81, 1.18) 0.812 0.99 (0.78, 1.26) 0.939
T2D 1.00 (0.86, 1.15) 0.957 0.84 (0.70, 1.02) 0.082
Cirrhosis 1.42 (1.18, 1.71) ,0.001 1.23 (0.99, 1.52) 0.062
Curative therapy 0.81 (0.69, 0.95) 0.011 1.09 (0.88, 1.33) 0.434
Non-curative therapy 1.11 (0.96, 1.29) 0.147 1.60 (1.34, 1.92) ,0.001
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Evolutionary divergence of the HLA-B genotype as a predictor of immune check-
point inhibitor (ICI) therapy efficacy in hepatobiliary cancers.

Nan Zhang, Ying Hu, Jiongyuan Li, Mingjian Piao, Chengjie Li, Yiran Li, Longhao Zhang, Yiming Wang, Henghui Zhang, Haitao Zhao; Department of Liver Surgery, State Key
Laboratory of Complex Severe and Rare Diseases, Peking UnionMedical College Hospital, Chinese Academy of Medical Sciences and Peking UnionMedical College, Beijing,
China; Biomedical Innovation Center, Beijing Shijitan Hospital, Capital Medical University, Beijing, China; Bioinformatics facility, National Infrastructure for Translational
Medicine, Institute of Clinical Medicine, Peking Union Medical College Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China

Background: The role of human leukocyte antigen class I (HLA-I) molecules in shaping the
immune response to immune checkpoint inhibitors (ICIs) has been recognized in several solid
malignancies. However, the prognostic significance of HLA-I characteristics in hepatobiliary
cancers remains poorly understood. Methods: Patients with advanced hepatocellular carci-
noma (aHCC) and biliary tract cancer (aBTC) receiving ICI-based therapy were prospectively
enrolled (NCT03892577). Retrospective analyses were performed to evaluate the association
between HLA-I evolutionary divergence (HED), HLA-I genotype, and HLA-I heterozygosity
with clinical outcomes. HLA-I genotyping was conducted using germline DNA from peripheral
blood, and HED was quantified based on the Grantham distance metric, which measures
evolutionary divergence between HLA-I alleles. Patients were stratified into high and low
HEDgroups using the 25th percentile as the cutoff.Results:A total of 118 patients (41with aHCC
and 77 with aBTC) were included in the analysis. High HED at the HLA-B genotype was
significantly associated with improved overall survival (OS) in patients treated with ICIs
(p , 0.05). Specifically, in aHCC patients, the median OS was 17.43 (95% confidence interval,
17.43-NE) months in the HLA-B HEDhigh group compared to 7.83 months (95% confidence
interval, 4.13-NE) in the HLA-B HEDlow group (p , 0.05). Similarly, in aBTC patients, the
median OSwas 12.7 (95% confidence interval, 9.07-20.90)months versus 9.8 (95% confidence
interval, 6.40-13.5) months, respectively (p , 0.05). In contrast, HED at the HLA-B genotype
didnot exhibit a significant associationwithprogression-free survival.Conclusions:This study
demonstrates that the evolutionary divergence of the HLA-B genotype may serve as a prog-
nostic biomarker for ICI therapy in hepatobiliary cancers. HighHEDatHLA-B is associatedwith
improved OS, underscoring the potential role of HLA-I genetic diversity in modulating ther-
apeutic response to ICIs. These findings provide a foundation for further investigations into
HLA-mediatedmechanisms underlying ICI efficacy in hepatobiliary cancers.More patients will
be enrolled to validate the conclusions. Clinical trial information: NCT03892577. Research
Sponsor: Beijing Natural Science Foundation; National High Level Hospital Clinical Research
Funding; National Ten-thousand Talent Program.
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Hepatic arterial infusion chemotherapy plus lenvatinib and PD-1 inhibitors as first-
line treatment for hepatocellular carcinoma with high tumor burden and portal vein
tumor thrombus.

Jiaxi Liu, SongNan Zhang, Hai-Bo Shao, NICER Study Group; The First Hospital of China Medical University, Department of Interventional Radiology, Shenyang, China;
Department of Oncology, YanBian University Hospital, Yanji, China; Department of Interventional Radiology, The First Hospital of ChinaMedical University, Shenyang, China

Background: Advanced-stage hepatocellular carcinoma (HCC) is usually associated with poor
survival outcomes. Rapid tumor control usually benefits long-term outcomes, which could be
hardly achieved by solely systematic targeted and immunotherapy in current guidelines. This
study aimed to evaluate the efficacy of hepatic arterial infusion chemotherapy (HAIC) combined
with lenvatinib and PD-1 inhibitors (HLP) as first-line treatment for HCC patients with high
tumor burden and portal vein tumor thrombus (PVTT). Methods: This retrospective multi-
center study screened advanced HCC patients who received HLP combination therapy as first-
line treatment at ten centers from Jan 2021 to Dec 2023. The inclusion criteria included high
tumor burden (up to seven criteria out), PVTT, no extra-hepatic metastasis, and liver function
of Child-Pugh B7 or better. PD-1 inhibitors permitted 3 different products, including Tisle-
lizumab. Tumor response was assessed using both RECIST 1.1 and mRECIST criteria. Survival
outcomes were analyzed using Kaplan-Meier methods. The primary endpoint was overall
survival (OS), while secondary endpoints comprised progression-free survival (PFS), objective
response rate (ORR), disease control rate (DCR), as well as depth of response (DpR) within
3months. Baseline timepointwasdefined as start of any designed treatment exceptDpR related
survival as 3 months after initial treatment. Results: A total of 94 patients were included. The
median agewas 53 years (range: 31-78) and 87.2% (82/94)weremale. In all the patients, 58.5%
(55/94) had a largest tumor diameter$10 cm, and 80.4% (74/92) had PVTT classified as Vp3 or
Vp4. The median follow-up time was 13.3 (8.9-25.2) months, the 12-month OS rate was 75.6%
(95% CI: 67.0-85.3), and the 24-month OS rate was 57.6% (95% CI: 46.9-70.7). Median PFS
was 9.7 months (95% CI: 8.1-16.0), with 12- and 24-month PFS rates of 46.3% (95% CI: 37.1-
57.8) and 32.1% (95% CI: 23.3-44.3), respectively. Based on RECIST 1.1 or mRECIST, the ORR
was 42.6% (95% CI: 32.4-53.2) or 70.2% (95% CI: 59.9-70.2), and the DCR was 96.8% (91.0-
99.3) or 100% (96.2-100), respectively. Regarding DpR within 3 months, 46.8% (44/94) of the
patients had . 25% tumor diameter reduction per RECIST 1.1, while 73.4% (69/94) showed .

25% reduction per mRECIST. In subgroup analyses, DpR was significantly correlated with PFS
and OS (see table), while largest tumor diameter, tumor number, and Vp classification had no
correlation with survival outcomes. Conclusions: Combination of HLP as a first-line treatment
for advanced HCC with high tumor burden and PVTT is promising, with high ORR and survival
outcomes. DpR might be a predictor for survival. Clinical trial information: NCT06631326.
Research Sponsor: None.

Outcomes DpR£25% DpR>25%

PFS Events/N 37/50 24/44
Median (m) 6.8 (5.4-10.9) 16.0 (11.0-NR)

P 0.004
OS Events/N 24/50 12/44

Median (m) 19.2 (12.6-NR) 35.0 (24.5-NR)
P 0.034
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Molecular characteristics, treatment patterns, and survival outcomes in biliary tract
cancers: A retrospective analysis from a high-prevalence region.

Ashish Joshi, Udip Maheshwari, Kunal Naishadh Jobanputra, Kshitij Joshi, Vashishth Maniar, Pritam Kalaskar, Pradip Kendre, Chandrashekhar Pethe, Disha Morzaria,
Smit Sheth, Akshay Shivchhand, Prakash Devde, Taha Sethjiwala, Krushna Chaudhari, Chirantan Bose, Makarand Randive, Kiran Tamkhane, Sonal Dhande; MOC Cancer
Care & Research Centre, Mumbai, India; MOC Cancer Care & Research Centre, Nashik, India; MOC Cancer Care & Research Centre, Kolhapur, India; MOC Cancer Care &
Research Centre, Aurangabad, India; MOC Cancer Care & Research Centre, Indore, India; MOC Cancer Care & Research Centre, Nagpur, India

Background: Biliary tract cancers (BTC) present significant challenges in management due to
their aggressive nature and often late-stage presentation. We present demographic trends,
molecular characteristics, treatment patterns, and survival outcomes. Methods: This retro-
spective study included patients diagnosedwith BTC betweenMarch 2018 and September 2024.
Survival analysis was done using the Kaplan-Meier analysis.Results:Total of 743 patients were
diagnosed with BTC, median age of the cohort was 61 years (IQR 52-69); with F: M ratio being
1.15:1. Distribution according to the stage at presentation was: stage I (n=15, 2%), stage II
(n=49,6.6%), Stage III (n=160, 21.5%) and stage IV (n=509, 68.5%). History of gallstones was
reported in 183 patients (24.6%). Out of the total cohort, 436 patients (58.7%) had gallbladder
cancers (GBCs) while 307 patients (41.3%) had cholangiocarcinoma (CCA), where n=202
(65.8%) were intrahepatic, n=22 (7.2%) were perihilar and n=33 (10.7%) were distal bile duct.
Predominant histologic patterns amongGBCswere: adenocarcinomasn=331 (75.9%), small cell
carcinomas n=13(3%) adenosquamous n=11(2.5%), and others n=81(18.5%). Molecular testing
was done in 132 patients (17.8%), out of which 11/132 (8.3%) had HER2 alteration, wherein
overexpressionwas seen inn=3,while amplificationwas seen inn=8;TP53mutationwas seen in
21/132 (16%), while others alterations were MSI-high (n=2), TMB-high ($10 mut/Mb) (n=3),
PDL1 positive (n=24), FGFR(n=3), IDH (n=2), BRCA2 (n=2). Treatment and survival outcomes
were available for 492 patients, surgery was done in 177 patients (35.9%), systemic therapy
(adjuvant/palliative) was done in 431 (87.6%) patients while targeted or immunotherapy was
used in 99 patients (20.1%).Median Overall survival (mOS) of the cohortwas 16.1months (13.6-
18.6)with amedian follow-upduration of 28.2months (23.2– 33.2).mOS for GBCwas 10.8(8.2-
13.3)months and CCAwas11.6(9.3-14.0)months.mOS forMetastatic BTCwas 9.6monthswhile
for Non-metastatic it was 20.4 months(p,0.001). The median mOS for patients with HER2
mutations, TP53 mutations, and PD-L1 positivity were 23.8 months, 16.6 months, and
10.0 months, respectively (p = 0.165). Conclusions: In high-prevalence countries like India,
biliary tract cancer (BTC) management is challenged by advanced stage presentation, limited
molecular testing and resource constraints. Efforts to enhancemolecular testing and treatment
access are critical for practicing precision oncology and improving treatment outcomes. Re-
search Sponsor: None.
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Comparison of outcomes between open and minimally invasive hepatic resections
for hepatocellular carcinoma: A retrospective analysis.

Harjeevan Kalra, Balkiranjit Kaur Dhillon, Dhruvkumar Gadhiya, Renuka Verma, Anaiya Singh, Rahul Singla, Saisree Reddy Adla Jala, Hemamalini Sakthivel,
Kamleshun Ramphul, Suma Sri Chennapragada; Independent Researcher, Brampton, ON, Canada; St. Luke’s University Health Network Anderson Campus, Easton, PA;
University of Nevada, Las Vegas, Las Vegas, NV; LSU Health, Shreveport, LA; GGS Medical College, Faridkot, India; Mission Hospital, Asheville, NC; Department of Internal
Medicine, Christus St. Michael Hospital, Texas, TX; Independent Researcher, Triolet, Mauritius

Background: Recent data from the United States indicate that the incidence of hepatocellular
carcinoma (HCC) has tripled over the past 40 years, with risk factors like obesity-related fatty
liver disease and chronic hepatitis C on the rise. Despite advances in treatment, the five-year
survival rate remains low at 14%. Minimally Invasive Surgery (MIS) has garnered popularity in
hepato-pancreato-biliary (HPB) procedures, comprising 1 in 13 cases. MIS offers advantages
such as shorter hospital stays and reduced morbidity, with better outcomes. However, the
safety and efficacy ofMIS, specifically forHCC resection, remain underexplored. To address this
gap, we conducted this study to evaluate and compare the outcomes of MIS vs. open surgical
approaches for HCC resection. Methods: The 2016–2022 National Inpatient Sample (NIS) was
utilized for this study. Patients with a primary procedural code for hepatic resection, catego-
rized as either open orminimally invasive approaches, were identified. This cohort was further
narrowed to include only patients diagnosed with hepatocellular carcinoma (HCC). Differences
in common postoperative complications between open and minimally invasive approaches
were analyzed. Results:We studied 3,595 hepatic resections for HCC, with 87.5% performed as
open procedures and 12.5% as minimally invasive surgeries. Both approaches were predom-
inantly conducted in males (70.9% vs. 75.6%, p = 0.041), with open resection patients being
younger (mean age 63.94 vs. 66.67, p , 0.01). Open resections were associated with higher
complication rates, including critical care needs (aOR 6.428, 95% CI 2.606–15.858, p, 0.001),
sepsis (aOR 3.728, 95%CI 1.508–9.215, p = 0.004), acute kidney injury(AKI) (aOR 2.406, 95%CI
1.714–3.337, p , 0.001), bleeding (aOR 2.314, 95% CI 1.838–2.914, p , 0.001), and blood
transfusion requirements (aOR 4.514, 95% CI 2.661–7.658, p , 0.001). Open procedures also
resulted in higher mean hospital charges ($180,561 vs. $131,566, p , 0.01) and more extended
hospital stays (8.5 vs. 5.3 days, p , 0.01). Despite these differences, mortality rates between
open and minimally invasive approaches were similar (aOR 1.486, 95% CI 0.85–2.595, p =
0.164). Conclusions: Our study found that open hepatic resection for HCC is associated with a
higher rate of complications, including bleeding, AKI , increased critical care needs, and blood
transfusion requirements, compared to minimally invasive surgery. However, mortality rates
between the two approaches remain comparable. With the rising incidence of HCC, transition-
ing toward MIS may provide notable benefits in reducing postoperative morbidity. Since most
hepatic resections are still performed using open techniques, further research is necessary to
enhance surgical outcomes and explore alternative strategies. Research Sponsor: None.
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Association of gut microbiota with therapy efficacy and prognosis in biliary tract
cancer.

Fen Saj, Ashish Damania, Yasmine Hoballah, Pranoti Sahasrabhojane, Patient Mosaic Team, Felicity K. Namayanja, Quentin Kimana, Lianchun Xiao, Huda Elmehily,
Sunyoung S. Lee, Zishuo Ian Hu, Shubham Pant, Madhulika Eluri, Manal Hassan, Jennifer Ann Wargo, Sabitha Prabhakaran, Milind M. Javle, Nadim J. Ajami; The University
of Texas MD Anderson Cancer Center, Houston, TX

Background: Biliary tract cancers (BTC) are rising in incidence and have poor prognosis.
Microbial exposure via gut–liver axis may contribute to their development and progression.
We profiled the gut microbiome of patients with BTC and assessed its correlation with
chemoimmunotherapy outcome. Methods: For this prospective study, we collected baseline
stool samples from newly diagnosed patients with BTC treated at a single center. Microbiome
profiles were generated using 16S rRNA gene sequencing. Microbial alpha (intrasample var-
iability) and beta (interindividual variability) diversity indices were calculated and correlated
with treatment outcome. Taxonomical differential abundance was quantified using MaAsLin2.
Statistical analyses included descriptive statistics for demographics, Kaplan-Meier for survival
& Spearman’s correlation formicrobiome-clinical outcome.Results: FromMay 2021 to October
2024, 72 patients were enrolled. Median age was 66 years (range: 29–86) with 43% females.
Primary sites included intrahepatic cholangiocarcinoma (CCA) (61%), distal extrahepatic CCA
(18%), hilar CCA (11%), gallbladder Ca (3%), andmixed (7%). Stages were I (14%), II (33%), III
(46%), IV (7%). 52% underwent surgery (14% upfront/others post neoadjuvant), 74% pro-
gressed to stage 4 disease and 67% received immune check point inhibitors. Therapy responses
included complete (CR 3%), partial (PR 19%), stable (SD 32%), and progressive (PD 28%). At a
median follow-up of 20 mos, mPFS was 14.6 (8.3-NR) mos for entire cohort [8 (5–11) mos for
stage 4 patients] and mOS was not reached. Microbiome analysis of stool samples provided by
immunotherapy-treated patients (n = 26) suggested that disease control (DCR: CR/PR/SD)
correlated with higher alpha diversity (p = 0.063), while progression showed a trend toward
lower diversity across all indices. Beta diversity (calculated byBray-Curtis distances) showedno
significant differences by response or progression. Differential abundance analysis using
MaAsLin2 identified significant microbial associations (LogFC . 1.5, adjusted p , 0.25) with
treatment outcomes. DCR associated bacterial genera included Ruminococcus, Subdoligranulum,
Romboutsia & Collinsella, while PD correlated with higher abundances of Streptococcus, Egger-
thella, Paraprevotella & Enterococcus. Genera such as Ruminococcus, Romboutsia, Coprococcus &
Christensenellaceae R-7 group were linked to non-progression, whereas Parasutterella, Strep-
tococcus, Prevotella-9 & Monoglobus were elevated in progressive disease. Conclusions: Our
preliminary results suggest that gut microbiome should be studied as a multidimensional
biomarker for predicting therapy response/prognosis in BTC. Higher microbial alpha diversity
may link with better immunotherapy responses, and specific microbial taxamay correlate with
treatment outcomes. Research Sponsor: None.
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CTC landscape during HCC immunotherapy.

Marcos Santiago Figueroa, Lauren Jung, Zhoubo Guo, Chetan Nambiar, Afnan Shaik, Namrata Anand, Joseph Wang Franses; University of Chicago, Chicago, IL; University
of Chicago Medicine Comprehensive Cancer Center, Chicago, IL

Background: The treatment of hepatocellular carcinoma (HCC), the third leading cause of
global cancer death, has significantly improvedwith the advent of immune checkpoint inhibitor
regimens. Circulating tumor cells (CTCs) contain the precursors of metastasis and can be
serially sampled while patients receive therapy. Quantification of CTC dynamics during HCC
treatment with immune checkpoint inhibitor therapy may yield early insight into the systemic
anticancer response profile. Methods: We used a commercially available microfluidic CTC
purification methodology followed by quantification of CTCs expressing HCC cell surface
markers (EPCAM, ASGR1, GPC3) and PD-L1 from patients receiving immune therapies, prior
to cycle 1 and cycle 3 of therapy. We also captured and correlated clinical data, including
conventionalmarkers of liver function (Child-Pugh score) and radiographic tumor response for
correlationwith early changes in CTC number.Results: In this pilot study,we collected a total of
29 specimens from 14 participants, 10 of whom provided serial samples. The quantities of CTCs
detected was (median:10, range: 1-516); (median:1, range: 0-139) were PD-L1 high,(median: 8,
range: 1-312)were PD-L1medium, and (median: 3, range: 0-190)were PD-L1 low. Therewas no
clear statistical difference in serial CTC enumeration data while on treatment, although the
numbers of CTCs and CTC subsets numerically declined in many participants. Conclusions:
There was no statistically significant relationship between CTC quantity and subsequent
radiographic response. Future studies will involve enrollment of expanded numbers of par-
ticipants, comparisons with circulating tumor DNA dynamics, and transcriptional profiling of
CTCs to further explore these phenomena. Research Sponsor: UCCCC.
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Deep learning-based contouring of Couinaud segments on CT: Utility for volumetric
analysis of future liver remnant.

Tejas Mathai, Praveen T.S. Balamuralikrishna, Vivek Batheja, Michael Kassin, Ifechi Ukeh, Cathleen Hannah, Jonathan Matthew Hernandez, Ronald M. Summers; National
Institutes of Health, Bethesda, MD; National Cancer Institute, Bethesda, MD; Imaging Biomarkers and Computer-aided Diagnosis Lab, Radiology and Imaging Sciences,
National Cancer Institute, National Institutes of Health, Bethesda, MD

Background:Hepatocellular carcinoma (HCC) is themost commonprimary liver tumor, and the
liver is a frequent site of metastasis of other cancers. High tumor burden, proximity to hepatic
vessels, and other comorbidities render only 30% of patients as candidates for curative
treatment: transplantation, resection, or ablation. Surgical resection requires a 20 - 40%
future liver remanent (FLR) to avoid post-operative complications. Delineation of the Couinaud
segments is essential for volumetric analysis of FLR and targeted localization of tumors during
pre-surgical treatment planning. Currently, manual annotation of the Couinaud segments in
one CT volume can take two or more hours, which makes it cumbersome, and can benefit from
automation. The purpose of this work is to develop an automated Couinaud segmentation tool
for fast and accurate FLR estimation. Methods: Three CT datasets were used: 1) 161 patients
from the public Medical Segmentation Decathlon (MSD) Hepatic Vessels dataset, 2) 43 patients
with cirrhosis and metabolic diseases having ascites and splenomegaly imaged at the National
Institutes of Health (NIH), and 3) 197 patients in the public TCIA Colorectal Liver Metastasis
(CRLM) dataset. FLR annotation in the CRLM dataset was done by an expert radiologist. The
Couinaud segments in the MSD and NIH datasets were manually annotated by two physicians
using ITK-SNAP. TheMSDandNIHdatasetswere used for training,while theCRLMdatasetwas
reserved for testing. A 3D nnU-Net model was trained with default hyperparameters to outline
the Couinaud segments. On the test dataset, the predicted Couinaud segments were overlaid on
the FLR annotation, and metrics, such as Dice Similarity Coefficient (DSC), Hausdorff Distance
(HD) error (in mm), and volume error (in cc) were calculated. The performance was compared
to a previously described 3D U-Net model developed to quantify liver segmental volume ratio
(LSVR) in patients with cirrhosis. Results: The 3D nnU-Net obtained a DSC of 0.996 0.01 (IQR:
0.991, 0.998), HD error of 0.876 1.83mm (IQR: 0, 1.02), and volume error of 13.76 28.1 cc (IQR:
3.4, 15.3). In contrast, the LSVR U-Net model attained a DSC of 0.976 0.01 (IQR: 0.972, 0.984),
HDerror of 9.566 3.61mm(IQR: 7.14, 11.93), and volumeerror of 47.9651.8 cc (IQR: 24.5, 55.4).
The 3D nnU-Net model achieved significantly different results for DSC (p , 0.001, large effect
size 0.86), HD error (p, 0.001, large effect size 0.87), and volume error (p, 0.001, large effect
size 0.91). Conclusions: The model showed acceptable generalizability to the external TCIA
CRLM dataset. Future work may be directed towards accurate volumetric analysis on patients
undergoing portal vein embolization to increase the FLR, and automatic tumor localization on
specific Couinaud segments. Research Sponsor: None.
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AI-driven prediction of post-transplant survival and stratification of HCC recurrence
risk.

Junho Song, Jihyun Kim, CholMin Kang, Chaehyeon Kim, Won Jong Yang, Donghoon Shin, Jongwoo Kim, Hyungjune KU, Amy Choi, Hyung Hwan Moon; Pennsylvania State
University College of Medicine, Hershey, PA; Department of Statistics, University of Georgia, Athens, GA; Department of Data Science Korea University, Seoul, South Korea;
Department of Computer and Information Science, University of Pennsylvania, Philadelphia, PA; MetroWest Medical Center/Tufts University School of Medicine,
Framingham, MA; Department of Medicine, Penn State College of Medicine, Hershey, PA; Kosin University, Busan, South Korea; Penn State College of Medicine, Hershey,
PA; Kosin University Gospel Hospital, Busan, South Korea

Background: Traditional selection criteria (e.g., Milan, UCSF) and scoring systems (MELD/
PELD) for liver transplant eligibility in hepatocellular carcinoma (HCC) often fail to capture the
complex interplay of tumor biology, patient factors, and bridging therapies. Although Milan
and UCSF yield similar 1-, 3-, and 5-year survival rates, the debate over expanded criteria
highlights the need for refined, individualized risk-stratification tools. Methods: We retro-
spectively analyzed 21,182 HCC patients from the UNOS database to develop deep learning and
Cox regression models for overall survival (OS). Models incorporated demographic (e.g., age,
race), clinical (e.g., diabetes, MELD differences), and tumor-specific variables (e.g., tumor
count, size tiers). Performance was compared to standard MELD-based calculations using 5-
fold cross-validation, with primary endpoints of 1-, 3-, and 5-year survival. For recurrence
risk, we used 15,801 records to train gradient boosting (XGBoost) and Coxmodels. Key variables
included tumor characteristics (size levels, vascular invasion), recipient factors (insurance
type, functional status, initial MELD/PELD), and alpha-fetoprotein (when available). Model
performance was evaluated via area under the curve (AUC) and concordance index (c-index);
external validationwas performed for the recurrencemodel.Results:CoxRegression (time-to-
event): Finalmultivariablemodels achieved c-indices of 0.611 for OS and 0.601 for progression-
free survival (PFS). Stepwise Logistic Regression (mortality): Mean AUCs were 0.664 (1-year),
0.705 (3-year), and 0.758 (5-year). RandomForest Classifier: Slightly higher AUCs than logistic
regression (0.663 at 1-year, 0.714 at 3-year, 0.762 at 5-year). Gradient Boosting (recurrence):
1-year recurrence predictions achieved AUC. 0.80, withmicrovascular invasion emerging as a
key risk factor (p,0.001). Across approaches, incorporating multiple clinical and tumor-
specific factors outperformedMELD-based models, consistently showing improved predictive
accuracy. Conclusions: Machine learning–based models, including deep learning, random
forests, and gradient boosting, offer enhanced risk prediction for post-transplant survival
and HCC recurrence beyond traditional scoring criteria. These advanced tools enable more
nuanced transplant selection, surveillance, and early intervention strategies, potentially im-
proving long-term outcomes for HCC patients undergoing liver transplantation. Research
Sponsor: None.
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A phase II study of pevonedistat in combination with carboplatin and paclitaxel in
advanced intrahepatic cholangiocarcinoma: ECOG-ACRIN EA2187.

Anita Turk, Noah Graham, Dustin A. Deming, Devalingam Mahalingam, Anup Kasi, Suneel Deepak Kamath, Kathryn Cunningham Hourdequin, Peter J. O’Dwyer; Indiana
University Melvin and Bren Simon Comprehensive Cancer Center, Indianapolis, IN; Dana-Farber Cancer Institute, Boston, MA; University of Wisconsin Carbone Cancer
Center, Madison, WI; Robert H. Lurie Comprehensive Cancer Center, Northwestern University, Chicago, IL; University of Kansas Cancer Center, Fairway, KS; Cleveland Clinic
Cancer Center, Cleveland, OH; Dartmouth Cancer Center, Lebanon, NH; University of Pennsylvania Department of Medicine, Philadelphia, PA

Background: Cholangiocarcinoma is a rare and aggressivemalignancywith limited therapeutic
options, particularly in advanced stages. Resistance to first-line chemotherapy underscores the
urgent need for novel therapeutic strategies. Pevonedistat, a first-in-class NEDD8-activating
enzyme inhibitor, demonstrated promising activity in this disease in a phase I trial. This study
evaluates pevonedistat alone and in combination with carboplatin and paclitaxel in patients
with advanced intrahepatic cholangiocarcinoma (ICC).Methods: This was a randomized, non-
comparative Phase II trial investigating two treatment arms: pevonedistat monotherapy (Arm
A) and pevonedistat combined with carboplatin and paclitaxel (Arm B). Both arms utilized a
two-stageminimaxdesign, targeting anobjective response rate (ORR) of 30%(null hypothesis:
10%). Eligible patients had unresectable ormetastatic ICC with progression after gemcitabine-
based therapy. The primary endpoint was ORR per RECIST v1.1. Secondary endpoints included
clinical benefit rate (CBR), progression-free survival (PFS), overall survival (OS), and safety.
Toxicities were graded using CTCAE v5.0. Results: A total of 40 patients were enrolled, with 34
eligible and treated (17 per arm). Median follow-up was 29.3 months. No objective responses
were observed in either arm. Stable disease was the best response in 35.3% (n = 12) of patients
(11.8% Arm A, 58.8% Arm B). One patient on Arm B achieved stable disease lasting $24 weeks,
corresponding to a CBR of 5.9% (95% CI: 0.1%-28.7%). Median PFS was 1.54 months (Arm A)
and 2.92months (ArmB).Median OSwas 4.80months (ArmA) and 6.54months (ArmB). Grade
3 or higher toxicities occurred in 44.1% of patients, with higher incidence in Arm B (70.6% vs.
17.6% in Arm A). Most common toxicities included fatigue, cytopenias, febrile neutropenia,
nausea/vomiting, among others. Two treatment-related fatalities were reported on Arm B:
sepsis and colonic perforation. Conclusions: Pevonedistat, alone or in combination with
carboplatin andpaclitaxel, did not demonstrate sufficient efficacy towarrant further evaluation
in advanced ICC. These findings highlight the challenges in treating this aggressivemalignancy.
Despite the rarity of ICC, the rapid accrual of this study during a global pandemic indicates the
potential for continued exploration of novel therapeutic approaches in this disease. Clinical trial
information: NCT04175912. Research Sponsor: NCI/NCTN.
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Whole-genome sequencing of biliary tract cancer: Uncovering the genomic origins
of evolutionary trajectories.

Felix Beaudry, Nicholas Light, Duhan Yendi, Anudari Zorigtbaatar, Maggie Hildebrand, Anna Dodd, Roxana Bucur, Julie Wilson, Enrique Sanz Garcia, Xin Wang,
Erica S. Tsang, Grainne O’Kane, Steven Gallinger, Arndt Vogel, Jennifer J. Knox, Faiyaz Notta, Gonzalo Sapisochin, Robert C. Grant; Ontario Institute for Cancer Research,
Toronto, ON, Canada; University of Toronto, Toronto, ON, Canada; University Health Network, Toronto, ON, Canada; Princess Margaret Cancer Centre, University Health
Network, University of Toronto, Toronto, ON, Canada; PanCuRx Translational Research Initiative, Ontario Institute for Cancer Research, Toronto, ON, Canada; Princess
Margaret Cancer Centre, Toronto, ON, Canada; Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre, University Health Network, University of
Toronto, Toronto, ON, Canada; PrincessMargaret Cancer Centre, University Health Network & University of Toronto, Toronto, ON, Canada; Princess Margaret Cancer Centre,
University Health Network, Toronto, ON, Canada

Background: Biliary tract cancers (BTC) are rare, highly aggressive malignancies with limited
treatment options, leading to consistently poor outcomes. An improved understanding of BTC
tumor evolution could inform enhanced screening strategies, identify useful prognostic
markers, and discover novel therapeutic targets. Methods: We performed whole genome
and transcriptome sequencing (WGTS) at high depth ( . 80X) on a prospective cohort of
BTC tumors. After detecting mutations and mutational signatures, we developed two novel
methods for driver identification and evolutionary reconstruction. First, we created new
oncogene and tumor suppressor-specific models that integrate copy number profiles, struc-
tural variant breakends, and expression changes to distinguish structural drivers from neutral
chromosomal rearrangements. Second, we applied population genetics techniques to fit de-
mographic models to tumor allele frequencies across 20 paired primary and metastatic sam-
ples. Results: We analyzed 130 tumor samples from 110 patients, representing the largest BTC
whole-genome cohort to date. We identified hypermutated tumors (50-150 mutations/mb)
with distinct etiologies, includingmismatch repair deficiency, platinum exposure, tobacco use,
and aristolochic acid-related damage, the latter of which was associated with response to
immunotherapy. Ourintegrated-driver approach identified an association between selection on
RAD23A and an increased structural variant load, resulting in a tandem-duplicator-like mu-
tational phenotype. This also revealed an underappreciated impact of SMAD4 in BTC, which is
inactivated throughmultiple mutation types in 12%. Notably, BAP1mutations occurred in 24%
of cases, including 4% that were inactivated through deletion of the BAP1 promoter that
lowered transcript expression, a previously undescribed mechanism. By pairing clinical data
to the genomics, we observed a co-occurrence of BAP1 mutations and FGFR2 fusions in small-
duct, mass-forming intrahepatic cholangiocarcinomas. These mutations were mutually ex-
clusive with TP53 mutations, which were enriched in patients with primary sclerosing chol-
angitis. Finally, our novel method for subclonal population reconstruction on paired samples
illuminated recent tumor evolutionary dynamics and identified an ARID1B fusion with a po-
tential role in metastasis. Conclusions: This study uncovered novel genomic mechanisms
underlying the evolutionary origins of BTC beyond those previously identified with exome
and panel sequencing, highlighting the value of WGTS. These results highlight the complex
genomic heterogeneity of BTC, with potential implications for precision therapy. Research
Sponsor: Ontario Institute for Cancer Research; Princess Margaret Cancer Foundation; Mar-
athon of Hope.
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Real-world validation of the risk estimation of tumor recurrence after transplant
(RETREAT) score: Insights fromUNOS data on hepatocellular carcinoma recurrence
after liver transplant.

Donghoon Shin, Junho Song, Won Jong Yang, Jongwoo Kim, Hyungjune KU, Hyung Hwan Moon, CholMin Kang; Department of Internal Medicine, MetroWest Medical
Center/Tufts University School of Medicine, Framingham,MA; Pennsylvania State University College of Medicine, Hershey, PA; Department of Medicine, Penn State College
of Medicine, Hershey, PA; Kosin University, Busan, South Korea; Kosin University Gospel Hospital, Busan, South Korea; Department of Data Science Korea University, Seoul,
South Korea

Background: For over two decades, established criteria have guided the selection of liver
transplantation (LT) candidates in hepatocellular carcinoma (HCC), yet recurrence
remains a significant clinical challenge with limited treatment options. The Risk Estimation
of Tumor Recurrence After Transplant (RETREAT) score was developed to address this gap.
Further validation is needed to confirm its utility in real-world settings. Methods: We
conducted a validation study using the United Network for Organ Sharing (UNOS) database
to evaluate the predictive performance of theRETREAT score in adult liver transplant recipients
with HCC from 2009 to 2024. The analysis included 4,975 patients. Kaplan–Meier survival
analysis was performed, and recurrence rates were compared across RETREAT score groups
using the log-rank test. The predictive accuracy of the RETREAT score for HCC recurrence was
assessed by calculating the concordance index (C-index), area under the ROC curve (AUC)
evaluating the model’s ability to discriminate between recurrence and non-recurrence events.
Results: Among the 4,975 liver transplant recipients with hepatocellular carcinoma (HCC), the
distribution of the RETREAT score was as follows: 13 patients (0.26%) had a score of 0, 1,713
patients (34.43%) had a score of 1, 1,981 patients (39.81%) had a score of 2, 524 patients
(10.53%) had a score of 3, 526 patients (10.57%) had a score of 4, and 218 patients (4.38%) had a
score $5. Kaplan–Meier survival analysis demonstrated a significant association between the
RETREAT score andHCC recurrence (p, 2e-16). The hazard ratio for recurrence with each unit
increase in the RETREAT score was 1.685 (95% CI: 1.574 to 1.803). The model’s predictive
accuracy, as assessed by the C-index, was 0.697 (95%CI: 0.668–0.725), and the AUCwas 0.684
(95% CI: 0.655–0.713). Conclusions: The RETREAT score demonstrates a C-index of 0.697 in
predicting HCC recurrence after liver transplantation. This model offers valuable risk strati-
fication but could benefit from further refinement to improve its predictive accuracy. Research
Sponsor: None.
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Conversion therapy for initially unresectable intrahepatic cholangiocarcinoma: A
multicenter real-world study.

Xinhao Xiong, Wei Dai, Jinzhang Chen, Jian-Hong Zhong, Longzhou Xu, Rongce Zhao, Jie Mei, Lijiao Peng, Ziqi Zhang, Mengya Zang, Jia-Yong Su, Chong Zhu, Jibin Li,
Lie Zheng, Wei Wei, Rongping Guo, Qiang Li, Chong Zhong, Qiaoxuan Wang, Shaohua Li; Department of Liver Surgery, Sun Yat-Sen University Cancer Center, Guangzhou,
China; Department of Hepatobiliary Surgery, Affiliated Hospital of GuangdongMedical University, Guangdong, China; Department of Infectious Diseases, Nanfang Hospital,
Southern Medical University, Guangzhou, Guangdong, China; Guangxi Medical University Cancer Hospital, Nanning, China; Sun Yat-sen University Cancer Center,
Guangzhou, China; Department of Oncology, Affiliated Hospital of Guangdong Medical University, Zhanjiang, China; State Key Laboratory of Traditional Chinese Medicine
Syndrome/Biliary and Pancreatic Surgery of The First Affiliated Hospital of Guangzhou University of Chinese Medicine, Guangzhou, China; State Key Laboratory of Organ
Failure Research，Guangdong Provincial Key Laboratory for Prevention and Control of Major Liver Diseases, Department of Infectious Diseases, Nanfang Hospital,
SouthernMedical University, Guangzhou, China; Department of General Surgery, The First Affiliated Hospital, Jinan University, Guangzhou, China; Clinical Trials Centre, Sun
Yat-Sen University Cancer Centre, Guangzhou, China; Sun Yat-sen University Cancer Center, Department of Imaging, State Key Laboratory of Oncology in South China,
Collaborative Innovation Center for Cancer Medicine, Guangzhou, China; Sun Yat-sen University Cancer Center, Laboratory of Oncology in South China, Guangzhou, China;
Sun Yat-sen University Cancer Center, State Key Laboratory of Oncology in South China, Collaborative Innovation Center for Cancer Medicine, Sun Yat-sen University,
Guangzhou, China

Background: Currently, studies on conversion therapy for intrahepatic cholangiocarcinoma
(ICC) are relatively limited. Effectiveness and optimization strategies of conversion therapy in
real world remain unclear. This study aims to analyze the efficacy of locoregional combined
with systematic therapy in patients with unresectable ICC, optimizing conversion therapy
strategies by retrospectively. Methods: In this multicenter retrospective study, patients with
unresectable ICC who received hepatic arterial infusion chemotherapy combined with ICIs and
target therapy were reviewed. Overall survival (OS), progression-free survival (PFS) , objective
response rate (ORR) , disease control rate(DCR)(assessed bymRECIST criteria) and safety were
analyzed. Results: Between June 2018 to May 2024,a total of 341 patients from six centers were
included in this study. The median follow-up time was 21.7 months.Among them, 313 patients
with complete imaging evaluations are eligible for efficacy analysis. Of which, 20 patients
achieved complete response (CR), 93 patients partial response (PR), 161 patients stable disease
(SD), illustrating an ORR of 36.1% and a DCR of 87.5%. Among them, 65 patients successfully
underwent conversion surgery, with a median duration of conversion therapy of 4.1 months.
Radical resection was achieved in 39 patients within the surgical cohort, and 3 patients
demonstrated pathological CR. Systemic therapy regimenswith the highest conversion success
rates included apatinib plus toripalimab (42.9%), lenvatinib plus tislelizumab (32.4%), and
apatinib plus tislelizumab (30.8%). Patients with tumor diameters less than 10 cm and those
with unilobar tumor were more likely to achieve successful conversion. After propensity score
matching (PSM) to balance baseline characteristics (ratio = 1, caliper = 0.01), the surgical group
exhibited better survival outcomes compared to the non-surgical group (not reached vs.
27.2months, hazard ratio: 0.36, 95%CI: 0.61–0.81, p= 0.001). Themedian PFSwas 13.0months
in the surgical group versus 8.0 months in the non-surgical group (hazard ratio, 0.57; 95% CI,
0.30 to 1.09; p= 0.088).Within the surgical cohort, the 2-year survival rates for patients with
palliative surgery and radical resection were 51.3% and 26.9%, respectively (p= 0.051). All
patients experienced treatment-related adverse events (TRAEs), but no treatment-related
deaths occurred. The incidence of Grade 3-4 TRAEs was 28.6%. Conclusions: Locoregional
combined with systemic therapy is an effective strategy for conversion treatment. Conversion
surgery offers substantial survival benefits, while palliative surgery may also serve as a viable
therapeutic option. Research Sponsor: None.
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Clinico-molecular characteristics and enhanced efficacy of immune checkpoint
inhibitors in TP53-mutated advanced biliary tract cancer.

Taro Shibuki, Celine Hoyek, Ryne Ramaker, Madhuri Gottam, Makoto Ueno, Yasuyuki Kawamoto, Shinji Itoh, Takao Fujisawa, Mitsuho Imai, Yoshiaki Nakamura,
Hideaki Bando, Angelo Pirozzi, Binbin Zheng-Lin, Oluseyi Abidoye, Cody Eslinger, Chigusa Morizane, John H. Strickler, Takayuki Yoshino, Tanios S. Bekaii-Saab,
Masafumi Ikeda; Department of Hepatobiliary and Pancreatic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Division of Hematology and Oncology,
Mayo Clinic Arizona, Phoenix, AZ; Duke Cancer Institute, Duke University, Durham, NC; Duke Cancer Institute, Phoenix, AZ; Department of Gastroenterology, Kanagawa
Cancer Center, Yokohama, Japan; Hokkaido University Hospital, Sapporo, Japan; Kyushu University Department of Surgery and Science, Fukuoka-Shi Higashi-Ku, Japan;
Department of the Promotion of Drug and Diagnostic Development, National Cancer Center East, Kashiwa, Japan; Translational Research Supporting Office, National
Cancer Center Hospital East, Kashiwa, Japan; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan;
Department for the Promotion of Drug and Diagnostic Development, Division of Drug and Diagnostic Development Promotion, Translational Research Support Office,
National Cancer Center Hospital East, Kashiwa, Japan; Department of Hematology and Oncology, Mayo Clinic Arizona, Phoenix, AZ; Department of Hepatobiliary and
Pancreatic Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan

Background: TP53 mutations are frequent genetic alterations in cancers and also prevalent in
biliary tract cancer (BTC). In non-small cell lung cancer, TP53mutations have been reported to
enhance immune checkpoint inhibitor (ICI) efficacy and improve outcomes. However, their
impact on BTC remains unclear. This study investigated the clinico-molecular characteristics,
prognosis, and ICI efficacy inTP53-mutatedBTC.Methods:Patient datawere collected from the
SCRUM-Japan GOZILA andMONSTAR-SCREEN-1/2 databases (Japan) and the Duke university
and Mayo clinic databases (U.S.), which included patients receiving first-line ICI therapy.
Comparisons between TP53 wild-type (WT) and mutation groups were performed in the
Japanese cohort. Subsequently, analyses were expanded to include U.S. patients, focusing on
comparisons between non-ICI and ICI groups. Tumor Immune Dysfunction and Exclusion
(TIDE) scores were calculated using MONSTAR-SCREEN-2 whole transcriptome sequencing
(WTS) data to evaluate ICI responsiveness, and gene set enrichment analysis (GSEA) explored
pathways associated with TP53 mutations. Results: In the Japanese cohort (n=594), TP53
mutations were identified in 311 patients (52.4%). KRAS, ERBB2, CDKN2A, and SMAD4 alter-
ations were more frequent in the TP53 mutation group, while IDH1, BAP1, and FGFR2 fusions
were more common in the WT group. Multivariable analysis showed TP53 mutations were
independent prognostic factors for poor outcomes (progression-free survival [PFS]: HR 1.37,
95% CI: 1.11–1.69, P=0.003; overall survival [OS]: HR 1.36, 95% CI: 1.06–1.75, P=0.017). In-
corporating the U.S. cohort (n=625; non-ICI: 548; ICI: 77), no significant differences in overall
response rate (ORR) or disease control rate (DCR) were observed in the non-ICI group between
the groups. However, in the ICI group, TP53 mutations tended to show higher ORR (21.1% vs.
38.5%, P=0.16) and DCR (47.4% vs. 66.7%, P=0.14). In the non-ICI group, TP53mutations were
associated with worse PFS (HR 1.46, median PFS: 7.4 vs. 5.3 months, P,0.001), whereas, in the
ICI group, no significant difference was observed; however, a trend toward better PFS was seen
in the TP53 mutation group (median PFS: 5.0 vs. 6.4 months, P=0.163). TIDE scores were
significantly lower in the TP53 mutation group, indicating higher ICI responsiveness. GSEA
revealed enrichment of oxidative phosphorylation and hypoxia pathways. Conclusions: TP53
mutations are independent prognostic factors for poor outcomes in BTC. However, patients
with TP53 mutations may derive greater benefits from ICIs, underscoring the importance of
tailored therapeutic strategies in TP53-mutated BTC. Research Sponsor: None.
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Genomic and outcome analysis of recurrent versus de novo metastatic pancreatic
ductal adenocarcinoma (PDAC) receiving systemic therapy: Results from the
Australian MoST and CaSP screening programs.

Frank Po-Yen Lin, David Goldstein, John P. Grady, Christine Napier, Subotheni Thavaneswaran, Omali Pitiyarachchi, Maya Kansara, Lorraine A. Chantrill, Katrin Sjoquist,
Keith Thornton, Aparna Raina, Astrid Magenau, John Simes, Mandy L Ballinger, George Sharbeen, Paul Timpson, Marina Pajic, Phoebe Phillips, David Morgan Thomas;
NHMRC Clinical Trials Centre, The University of Sydney, Sydney, NSW, Australia; Prince of Wales Hospital, University of New South Wales, Sydney, Australia; Omico,
Sydney, NSW, Australia; Omico, Kensington, Australia; School of Biomedical Sciences, University of New South Wales, Sydney, NSW, Australia; Centre for Molecular
Oncology, University of New South Wales, Sydney, NSW, Australia; Wollongong Hospital, Wollongong, NSW, Australia; NHMRC Clinical Trials Centre, The University of
Sydney, Camperdown, NSW, Australia; Garvan Institute of Medical Research, Sydney, NSW, Australia; Garvan Institute, Darlinghurst, Australia

Background: The genomic and prognostic characteristics of recurrent (R, from curative
surgery) v de novo (D) presentation inmetastatic PDAC patients (pt) requiring systemic therapy
(rx) remain underexplored. We examined the difference in genomic alterations (alts), overall
survival (OS), and outcome tomatched rx according to disease presentation (DP).Methods:The
PDAC cohorts from the Australian Molecular Screening and Therapeutics (MoST) and Cancer
Screening Programs (CaSP) completed sequencing from 2016 to July 2024 were analysed;
archival tissue was sequenced using genomic profiling platforms (mainly TSO500 and Foun-
dationOne CDx). Frequencies of genomic alts were compared between R and D groups; sig-
nificancewas assessedusingChi-square testswith theBenjamini-Hochbergmethod (q,0.05).
OS was calculated from the start of initial rx using Kaplan-Meier method, with hazard ratios
(HR) from Cox regression used for comparison. OS outcomes were stratified bymatched versus
unmatched rx in pts harbouring genomic altswithin clinically actionable Tier 1-3 categories per
TOPOGRAPH knowledge base criteria. Results: 949 pts with PDAC with valid genomic results
across both programs were included. The KRAS alts were numerically more frequent in D (n =
434/491, 88%, p = 0.02) than R (n = 380/458, 82%) groups. Both CDKN2A and SMAD4 alts were
enriched in the D group (CDKN2A, D: 248, 51% v R: 157, 34%; SMAD4, D: 139, 29% v R: 85, 19%,
p,0.001 both). Among the 821 ptswho started systemic rx, thosewith R PDAC (n = 411) showed
longer median OS compared to those with D PDAC (n = 410, 18.9 v 13.0 months, mo; HR 0.59,
95% CI 0.49-0.69, p , 0.001). Genomic CDKN2A alts were associated with worse OS (median
13.4 v 16.5 mo, HR 1.34, 95% CI 1.14-1.58); most favourable prognosis was seen in 267 pts with
CDKN2A wildtype in the R group (median 22.1 mo, 95% CI 17.4-25.9). After adjusting for both
CDKN2A and SMAD4 alts, R group remained associated with a lower risk of death than D group
(HR 0.61, 95% CI: 0.51-0.72, p , 0.001). Pts who received active matched rx (n = 23) showed
longer OS than thosewho received unmatched rx (n = 314) in bothD (30.1 v unmatched 14.0mo)
and R groups (34.6 v 24.1mo). The prevalence of specificKRASmutations showed no significant
differences betweenD and R groups, including G12D (D: 192, 39%vR: 167, 36%, p = 0.44), G12V
(D: 126, 26%vR: 113, 25%, p = 0.78), G12R (D: 59, 12%vR: 50, 11%, p = 0.67), G12C (D: 6, 1%vR:
10, 2%, p = 0.37), and Q61mutations (D: 37, 8% vR: 26, 6%, p = 0.31). There were no differences
in alts in TP53,ARID1A, BRCA1/2, or other DNA repair pathway genes. Conclusions:Genomic and
prognostic differences were seen in metastatic PDAC according to presentation, with CDKN2A
alts enriched in de novo cases and associated with poor OS, emphasising the need to consider
stratification of DP in trials and observational studies. Research Sponsor: None.
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First results of an open-label, single arm phase II trial investigating the efficacy and
safety of trifluridine/tipiracil combined with irinotecan as a second line therapy in
patients with cholangiocarcinoma.

Linde Kehmann, Maria A. Gonzalez-Carmona, Marie-Luise Berres, Dominik Paul Modest, Raphael Mohr, Alexander Wree, Marino Venerito, Christian Strassburg,
Verena Keitel, Dirk Thomas Waldschmidt, Sven H Loosen, Tom Ludde, Christoph Roderburg; Charité University Medicine Berlin, Berlin, Germany; Department of Medicine I,
University Hospital of Bonn, Bonn, Germany; University Hospital of Aachen, Aachen, Germany; Charité Berlin, Berlin, Germany; Charité CVK, Med. Klinik. M.S.
Gastroenterologie, Berlin, Germany; Department of Gastroenterology, Hepatology & Infectious Diseases, Otto-von-Guericke University Hospital, Magdeburg, Germany;
Department of Internal Medicine I, Center for Hereditary Tumor Syndromes, University Hospital Bonn, Bonn, Germany; University Clinic Cologne - Department of
Gastroenterology, University Hospital of Cologne, Cologne, Germany; Clinic for Gastroenterology, Hepatology & Infectious Diseases, University Hospital of Düsseldorf,
Düsseldorf, Germany

Background: Cholangiocarcinoma (CCA) is a rare and aggressive malignancy with poor prog-
nosis. Although firstline therapy with gemcitabine, cisplatin and durvalumab has been estab-
lished based on the TOPAZ-1 trial, treatment options for subsequnt therapies remain limited.
The TRITICC study investigated the combination of trifluridine/tipiracil (FTD/TPI) and irino-
tecan in patients with disease progression after firstline treatment. Methods: TRITICC was a
phase IIA, interventional, prospective, open-label, non-randomized, exploratory,multicenter,
single-arm trial. Adult patients with histologically confirmed, locally advanced or metastatic
biliary tract cancer received FTD/TPI (25mg/m²BSA, BID, orally, days 1–5of each 14-day cycle)
combined with irinotecan (180 mg/m² on day 1 of each cycle). Progression free survival (PFS)
was the primary endpoint. Secondary endpoints included the PFS rate at 4 months, median
overall survival (OS), objective response rate (ORR), and quality of life. The trial was registered
with ClinicalTrials.gov (NCT04059562) and EudraCT (2018-002936-26). Results: 28 patients
were enrolled across six sites in Germany. The median PFS was 3.1 months (95% CI: 2.0–7.5),
with PFS rates of 35% (95%CI: 21%–58%) at 4months, 30% (95%CI: 17%–54%) at 6months,
and 13% (95% CI: 4.7%–37%) at 12 months. PFS and PFS rates were higher in patients with
intrahepatic CCA (iCCA). The OS rates were 74% (95% CI: 59%–93%) at 6 months and 38%
(95% CI: 22%–68%) at 12 months. Similar to the PFS rates the OS rates were higher in iCCA.
Among 27 evaluable patients, partial responses were observed in 3 patients (11.1%, 2 iCCA, 1
eCCA), stable disease in 11 patients (40.7%, 7 iCCA, 4 eCCA). Thirteen patients (48.1%, 7 iCCA, 6
eCCA) experienced disease progression. Outcomes due to tumor location will have to be
examined in higher patient numbers. The most frequently reported adverse events included
neutropenia, thrombocytopenia, gastrointestinal symptoms and fatigue. The mean Global
Health Status score (EORTC QLQ-C30) declined moderately from 56.2 at screening to 46.4
at the end of treatment. No severe, unmanageable or unexpected toxicities were reported.
Conclusions:The combination of FTD/TPI and irinotecan demonstrated promising efficacy and
manageable safety in CCA patients progressing after first-line gemcitabine-based therapy,
aligning with recent findings in comparable populations (e.g., Tella et al.). Further investiga-
tions are warranted to validate these results. The NIFTY trial suggested that pegylated irino-
tecan may enhance efficacy compared to conventional irinotecan, a hypothesis that will be
explored in the planned follow-up TRITICC-2 study. The study was funded by Servier Deutsch-
land GmbH and Servier Affaires Médicale. Clinical trial information: NCT04059562. Research
Sponsor: None.
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Sequential or up-front triple combination with durvalumab, tremelimumab, and
bevacizumab for patients with unresectable hepatocellular carcinoma (AIO-
MONTBLANC): Safety interim analysis.

Najib Ben Khaled, Ursula Ehmer, Ilja Kubisch, Maria A Gonzalez-Carmona, Alexander B. Philipp, Max Seidensticker, Andreas Geier, Caterina Soldà, Alessandra Auriemma,
Kornelius Schulze, Lorenzo Antonuzzo, Gianluca Masi, Bruno Daniele, Jens Ricke, Julia Mayerle, Friedrich Foerster, Florian P Reiter, Thomas Jens Ettrich, Enrico De Toni;
Department of Medicine II, University Hospital, LMU Munich, Munich, Germany; Department for Internal Medicine II, Department of Clinical Medicine, TUM School of
Medicine and Health, University Medical Center, Technical University of Munich, Munich, Germany; Department of Internal Medicine II, Gastroenterology, Hepatology,
Endocrinology, Metabolic Disorders, Oncology, Klinikum Chemnitz, Chemnitz, Germany; Department of Medicine I, University Hospital of Bonn, Bonn, Germany; Department
of Radiology, University Hospital, LMU Munich, Munich, Germany; Division of Hepatology, Department of Medicine II, University Hospital Würzburg, Würzburg, Germany;
Veneto Institute of Oncology IOV, IRCCS, Padua, Italy; Section of Innovation Biomedicine-Oncology Area, Department of Engineering for Innovation Medicine (DIMI),
University of Verona and University and Hospital Trust (AOUI) of Verona, Verona, Italy; Department of Medicine I, University Medical Center Hamburg-Eppendorf, Hamburg,
Germany; Department of Experimental and Clinical Medicine, University of Florence. Oncology Unit, Careggi University Hospital, Florence, Italy; Department of Translational
Research and New Technologies in Medicine and Surgery, University of Pisa, Pisa, Italy; Medical Oncology Unit, Ospedale del Mare, Naples, Italy; Department of Medicine I,
University Medical Center of the Johannes-Gutenberg University, Mainz, Germany; Department of Internal Medicine I, University Hospital Ulm, Ulm, Germany

Background: The combination of immune checkpoint inhibitors (ICI) durvalumab (durva) and
tremelimumab (treme) has been approved for first-line (1L) therapy for advanced hepatocel-
lular carcinoma (aHCC) and represents an alternative to combined atezolizumab and bevaci-
zumab (bev). TheMONTBLANC trial evaluates the efficacy and safety of combined durva, treme
and bev in patients (pts) with aHCC (NCT05844046). Methods: This investigator-initiated,
international, randomized phase 2 trial is the first to investigate the combination of durva,
treme and bev. 70 pts with aHCC not amenable to curative treatment or locoregional therapy
and preserved (Child-Pugh A) liver function are randomized in a 1:1 ratio to an early escalation
arm (A) or triple treatment arm (B). Pts in armA initially receive durva+tremewith the addition
of bev upon detection of disease progression or failure to achieving objective radiological
response. Pts in arm B receive upfront durva, treme and bev. Durva, treme and bev are given in
standard doses. The primary endpoint is overall response rate. Secondary endpoints include
overall survival, progression-free survival and safety. We present the data of the second
planned safety interim analysis. Results: 25 pts (arm A: 14, arm B: 11) were included in this
analysis (04/2023– 08/2024). Patients in arm A had a lower proportion of ECOG 0 (A: 78.6% vs
B: 90.9%), higher proportion of Child Pugh A6 (A: 21.4% vs B: 9.1%), BCLC C (A: 78.6% vs B:
63.6%), macrovascular invasion (A: 42.9% vs B: 36.4%) and AFP $400 ng/mL (A: 42.9% vs B:
18.2%). Most adverse events (AE) were grade (G) 1 or 2. In arm A, there were 17 G3 AE, 1 G4 AE
and 4G5AE. In armB, 4G3 AE and 1 G5AE occurred. 18 serious AE (SAE) occurred in armA and 2
SAE in armB. Therewas one treatment-related death in armA (ICI hepatitis) and none in armB.
In the first 6months on treatment, there were no significant changes in ALBI score, Child Pugh
score or ECOG performance status in both arms. Conclusions: This planned safety interim
analysis did not reveal signals of unmanageable toxicity or deteriorating liver function through
the addition of bev to durva/treme in the 1L treatment of pts with aHCC. Clinical trial in-
formation: NCT05844046. Research Sponsor: Astra Zeneca.
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Comparative efficacy of cabozantinib or lenvatinib following atezolizumab plus
bevacizumzb in patients with advanced hepatocellular cancer.

Sepideh Mehravar, Michael H. Storandt, Sakti Chakrabarti, Amit Mahipal; Cedars-Sinai Medical Center, West Hollywood, CA; Mayo Clinic Rochester, Rochester, MN;
Department of Oncology, University Hospitals Seidman Cancer Center, Case Western Reserve University, Cleveland, OH; University Hospitals Seidman Cancer Center, Case
Western Reserve University, Cleveland, OH

Background: Atezolizumab plus bevacizumab is themost commonly utilized first-line therapy
for advanced HCC. However, the optimal choice for second-line treatment remains uncertain,
particularly between different tyrosine kinase inhibitors including lenvatinib and cabozantinib.
This study aims to compare survival outcomes of patients with metastatic HCC who received
either lenvatinib or cabozantinib as second-line therapy following frontline treatment with
atezolizumab plus bevacizumab.Methods: This retrospective cohort study utilized the TriNetX
database, a large-scale platform providing access to deidentified electronic medical records
from over 130 million patients across 94 healthcare organizations in the United States. The
study included patients diagnosed with metastatic HCC (ICD-10 codes: C22, C22.8) who were
aged 18 years or older, diagnosed between January 2019 and October 2024, and had received
first-line chemotherapy with atezolizumab and bevacizumab. The cohort was divided into two
groups: one receiving lenvatinib and the other cabozantinib as second-line therapy. The
primary outcomewas overall survival (OS), compared between the two treatment groups using
1:1 propensity score matching (PSM) to balance baseline demographics and comorbidities.
Kaplan-Meier survival analysis, log-rank tests, andhazard ratios (HR)were employed to assess
differences in OS. Results: Between January 2019 and October 2024, a total of 552 patients met
the study criteria, including 397patientswho received Lenvatinib and 155patientswho received
cabozantinib as second-line therapy. Median age was similar in two groups (65.2 vs 65.9 yrs).
There were no differences between the two groups with respect to gender, albumin or bilirubin
levels. Lenvatinib group had lower proportions of white patients (44.1% vs 55.3%). After PSM
(matched on age, race, gender, albumin andbilirubin), the final analysis included 151 patients in
each treatment group. Kaplan-Meier survival curves demonstrated no statistically significant
difference in OS between the two groups (median OS: 16.6 vs 10.9 months; HR: 0.809; 95%CI:
0.576-1.136; p=0.597). Conclusions: This retrospective cohort study found no significant
difference in OS in pts with metastatic HCC treated with lenvatinib or cabozantinib as
second-line therapy following atezolizumab plus bevacizumab. These findings suggest that
both agents may offer comparable survival benefits, highlighting the need for further pro-
spective studies to refine second-line treatment strategies for advanced HCC. Research Spon-
sor: None.
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Molecular profile of hepatocellular carcinoma (HCC) in older (OA) versus younger
adults (YA) receiving tyrosine kinase inhibitors: Does age matter?

Jay Parekh, Nishant Gandhi, Neil Newman, James Denno, Joanne Xiu, Matthew James Oberley, Sanjay Goel, Andreas Seeber, Gilberto Lopes, Sukeshi Patel Arora; UT
Health San Antonio, San Antonio, TX; Caris Life Sciences Research and Development, Phoenix, AZ; University of Texas Health Science Center at San Antonio, San Antonio,
TX; Mays Cancer Center, San Antonio, TX; Caris Life Sciences, Phoenix, AZ; Rutgers Cancer Institute of New Jersey, New Brunswick, NJ; Department of Hematology and
Oncology, Comprehensive Cancer Center Innsbruck, Medical University of Innsbruck, Innsbruck, Austria; University of Miami Sylvester Comprehensive Cancer Center,
Miami, FL; Mays Cancer Center, UT Health San Antonio MD Anderson Cancer Center, San Antonio, TX

Background: While age is not an independent risk factor for poor outcomes it can have
significant influence on outcomes in HCC. The median age of diagnosis is 65 years, and HCC
is associated with significant geriatric comorbidities. Further, multi-kinase inhibitors (MKIs)
are associated with up to 60% of grade 3-4 toxicities. We aim to analyze survival association
with age in HCC and identifymolecular markers, associated with survival in older patients with
HCC receiving tyrosine kinase inhibitors (TKIs).Methods: 1473 HCC specimens with DNA/RNA
sequencingwere profiled at Caris Life Sciences. The study cohortwas stratified based onmedian
age into two groups: OA: age . 65 and YA: age , = 65. Real-world overall survival (OS)
information was obtained from insurance claims data, and Kaplan–Meier estimates of OS
were calculated from specimen collection to last clinical contact; and MKI time on treatment
(TOT) from the initiation to termination of treatment. Hazard ratios (HR) and p-values were
calculated using the Cox proportional hazards model and the log-rank test, respectively.
Results: Median OS (mOS) among patients with OA was 14.8 months(m) vs 17.1m among YA
(HR: 1.18, p , 0.01). The difference in mOS was even more pronounced among White OA (HR:
1.43, p , 0.0001) and Asian/Pacific Islanders (HR:1.62, p = 0.084). Interestingly, although not
statistically significant, OA was associated with longer mOS in Black/African Americans (HR:
0.73, p = 0.082). OA was not associated with MKI-TOT such as sorafenib or cabozantinib.
However, OA was associated with a shorter TOT (HR 1.6, p , 0.01) on lenvatinib (len). No
molecular alterations were statistically significantly different between the two age groups on
len. CTNNB1, TP53, CDKN2A mutations and PDL1+ were among the most differentially altered
and were more common in OA. DNAJB1-PRKACA fusions were prevalent only in YA (13%,
potentially representative of Fibrolamellar HCC), while SLC45A2-AMACR fusions were more
prevalent among OA (6.6 vs 1.1%). Multivariate analysis revealed that OA was independently
associated with shorter len-TOT (HR 1.6, p 0.01), while CTNNB1 mutations and DNAJB1-
PRKACA fusions were independently associated with longer len-TOT (HR 0.4-0.5, both p ,

0.05). Conclusions:OAwas associatedwith differing survival trends betweenwhites and Asian/
PI compared to Black/AA. Further, OA was associated with shorter len-TOT, potentially due to
anti-angiogenic toxicity. Our limitations include an inability to investigate race-based differ-
ences on len-TOT due to small sample sizes (Black/AA: n = 18, Asian/PI: n = 15) and the lack of
toxicity and geriatric assessment data. Future studies including race, geriatric assessments and
toxicity profiles should be considered to understand survival and tolerability differences.
Research Sponsor: None.
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Development and validation of a prognostic risk score for hepatocellular carcinoma
recurrence post–liver transplant: Insights from the UNOS database.

Donghoon Shin, Junho Song, Won Jong Yang, Jongwoo Kim, CholMin Kang, Hyungjune KU, Hyung Hwan Moon; Department of Internal Medicine, MetroWest Medical
Center/Tufts University School of Medicine, Framingham,MA; Pennsylvania State University College of Medicine, Hershey, PA; Department of Medicine, Penn State College
of Medicine, Hershey, PA; Department of Data Science Korea University, Seoul, South Korea; Kosin University, Busan, South Korea; Kosin University Gospel Hospital, Busan,
South Korea

Background: For over two decades, the criteria for liver transplantation (LT) in hepatocellular
carcinoma (HCC) have beenwell-established, yet recurrence remains amajor clinical challenge.
This recurrence contributes to inferior post-LT survival in HCC patients compared to those
without HCC. Prognostic index could serve as a valuable tool to identify patients who may
benefit from adjuvant therapies and guide standardized post-LT HCC surveillance, which
currently varies across transplant centers. Methods: We developed and validated a predictive
model using the United Network for Organ Sharing (UNOS) database, analyzing adult liver
transplant recipients with hepatocellular carcinoma (HCC) from 2009 to 2024, including 4,970
patients. Univariable analysis identified variables associated with 1-year, 3-year, and 5-year
post-transplant HCC recurrence, applying a strict p-value threshold ( , 0.01). Significant
variables were selected for multivariable logistic regression to build the model. Internal
validation was performed for each time point using Receiver Operating Characteristic (ROC)
curve analysis and confusion matrix evaluation, with the best-performing model selected
based on these metrics. Results: The most significant model was derived using 3-year re-
currence as the outcome. The final model included the pre-transplant Model for End-Stage
Liver Disease (MELD) score (p = 0.02), worst tumor histology grade (p, 0.001), and total tumor
diameter (p = 0.03). The final logistic regression equation is as follows: log(1-p/p) =23.96302

0.0621 3 Initial MELD score + 0.7657 3 Worst tumor histology grade + 0.1084 3 Total tumor
diameter. Internal validation results showed an AUC of 0.761 (95% CI: 0.718 - 0.804), accuracy
of 0.769 (95% CI: 0.757 - 0.7807), sensitivity of 77.2%, and specificity of 65.0% for 1-year
recurrence. For 3-year recurrence, the model demonstrated an AUC of 0.733 (95% CI: 0.702 -
0.763), accuracy of 0.6696 (95% CI: 0.6563 - 0.6827), sensitivity of 66.7%, and specificity of
70.9%. For 5-year recurrence, the AUC was 0.714 (95% CI: 0.685 - 0.743), with accuracy of
0.655 (95% CI: 0.641 - 0.668), sensitivity of 65.2%, and specificity of 68.6%. Conclusions: We
have developed and validated a predictive model for HCC recurrence following LT using UNOS
data. This model shows promising performance, particularly for predicting 1-year recurrence,
and may potentially serve as a useful tool for guiding post-transplant management and
surveillance strategies. Research Sponsor: None.
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Transarterial chemoembolization plus donafenib and immune checkpoint inhibitors
for intermediate hepatocellular carcinoma (CHANCE2410): A propensity score
matching analysis.

Bin-Yan Zhong, Xiaoyang Xu; Department of Interventional Radiology, Zhejiang Key Laboratory of Imaging and Interventional Medicine, Zhejiang Cancer Hospital,
Hangzhou Institute of Medicine (HIM), Chinese Academy of Sciences, Hangzhou, China; The First Affiliated Hospital of Soochow University, Suzhou, China

Background:Hepatocellular carcinoma (HCC) has high incidence andmortality, with over 80%
of patients diagnosed at intermediate or advanced stages, limiting surgical options and
worsening prognosis. Transarterial chemoembolization (TACE) is the standard treatment
for intermediate HCC, inducing tumor ischemia and hypoxia, which alters the immune mi-
croenvironment and promotes immune activation. Combining TACE with immune checkpoint
inhibitors (ICIs) and tyrosine kinase inhibitors (TKIs) has shown promise in enhancing
treatment efficacy. Trials like EMERALD-1 and LEAP-012, along with real-world studies,
suggest that TACE plus ICIs and TKIs improves progression-free survival (PFS) in intermediate
HCC patients compared to TACE monotherapy. Donafenib, an oral TKI, has shown superior
overall survival compared to sorafenib, being recommended as first-line treatment for ad-
vanced HCC in China. However, large real-world studies on the combination of TACE plus
donafenib and ICIs in intermediate HCC are scarce. This study aims to compare the efficacy and
safety between the combination therapy and the TACEmonotherapy for intermediate HCC in a
real-world setting.Methods:Thisnationwide,multicenter, retrospective cohort study included
patients with intermediate HCC receiving either combination therapy or TACE monotherapy
between January 2021 and May 2024 in China. The primary outcome was PFS. The secondary
outcomes included overall survival (OS) rate, objective response rate (ORR) and safety. Tumor
responsewas evaluated according to themRECIST criteria. 1:1 propensity scorematching (PSM)
analysis was employed tominimize bias. Cox proportional-hazards regressionmodel was used
to analyze factors affecting PFS and OS. Results: A total of 364 patients were enrolled, with 192
receiving combination therapy and 172 receiving TACE monotherapy. After PSM, 127 patients
from each group were included for analysis. The median PFS were significantly longer in the
combination therapy group than it in the TACE monotherapy group (19.6 months [95% CI,
14.9-24.4] vs. 15.3months [95%CI, 12.8-17.8], HR0.647 [95%CI, 0.464–0.903], p=0.010). The
OS ratewashigher in the combination therapygroup (94.8% vs.83.5%, 1-yearOS rate; 76.4% vs.
64.8%, 2-year OS rate; HR 0.542 [95%CI, 0.327–0.989], p = 0.016). The ORRwas also higher in
the combination therapy group (78.9% vs. 62.5%, p = 0.002). Grade 3 or 4 adverse events from
any cause were observed at a rate of 12.5% and 5.5% in the combination and monotherapy
groups, respectively. Multivariate analysis identified combination therapy as an independent
prognostic factor for both longer PFS and OS. Conclusions: Compared to TACE monotherapy,
TACE plus donafenib and ICIs offers superior OS and PFS, which may be a viable first-line
treatment option for intermediate HCC. Research Sponsor: None.
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Hepatitis B virus reactivation in hepatocellular carcinoma patients undergoing
immune checkpoint inhibitor and concurrent antiviral prophylaxis agents: A pro-
spective observational study.

Zhicheng Lai, Zefeng Du, Anna Kan, Li Xu, MinKe He, Ming Shi; Department of Hepatobiliary Oncology, Sun Yat-Sen University Cancer Center, State Key Laboratory of
Oncology in South China, Collaborative Innovation Center for Cancer Medicine, Guangzhou, China; Department of Hepatobiliary Oncology, Sun Yat-Sen University Cancer
Center, Guangzhou, China

Background: Immune checkpoint inhibitors (ICIs) have been recommended for the treatment
of advanced hepatocellular carcinoma (HCC). However, due to the potential hazard of hepatitis
B virus (HBV) reactivation, all ICI-related phase 3 studies had strict restrictions on HBV-DNA
load (e.g., , 500IU/ml). Meanwhile, delayed immunotherapy may lead to poor prognosis for
patients with high HBV-DNA load. This study aims to compare the HBV reactivation between
HCC patients with low or high HBV-DNA load undergoing ICIs and concurrent antiviral pro-
phylaxis agents. Methods: This prospective, observational study (NCT04680598) recruited
HCC participants who were consecutive hepatitis B surface antigen (HBsAg)-positive and
received concurrent antiviral prophylaxis agents and initial ICIs. Participants were divided
into low group (HBV-DNA#500 IU/ml) and high group (HBV-DNA . 500 IU/ml) according to
the baseline HBV-DNA level. HCC patients without ICIs from NCT02973685 were also included
for analysis. The primary endpoint was the incidence of HBV reactivation. The secondary
endpoints included HBV reactivation-associated hepatitis, ICIs disruption, overall survival
(OS) and progression-free survival (PFS). Results: Between December 25, 2020 and February
23, 2024, a total of 1015 participants were enrolled: 356 in the low group and 659 in the high
group. The median age was 51 years (range, 18-84) with majority being males (89.2%) and
hepatitis Be antigen (HBeAg) positive (18.1%). Most participants did not receive previous
anticancer treatment (84.5%). Participants in the high group were present with significantly
higher HBeAg rate (7.0% vs 24.1%, p, 0.001), higher ALBI grade 2-3 rate (33.7% vs 49.9%, p,
0.001), larger tumor size (9.3 vs 10.9 cm, p, 0.001), more advanced BCLC stage C (72.5% vs
83.3%, p, 0.001). A significantly higher proportion of participants in the low group had
previously received antiviral prophylaxis agents (16.3% vs 3.6%, p, 0.001). The HBV reac-
tivation rate was 4.5% in the low group and 6.1% in the high group (relative risk, 1.24; 95%
confidence internal [CI], 0.81-1.89, p= 0.30). The frequencies of HBV reactivation-associated
hepatitis were 1.7% and 2.3%, respectively (p= 0.53). There were 92 participants (25.8%) in the
lowgroup and201 participants (30.5%) in thehigh grouphad interrupted the ICIs treatment (p=
0.12). Compared with high group, the low group had shown significantly longer OS (29.8 vs
18.5months, p=0.0057) andPFS (9.1 vs 8.3months, p=0.043).However, participants in thehigh
group hadworse liver function and higher tumor burden comparedwith those in the low group,
and the HBV-DNA group was not the independent risk factor for OS or PFS in themultivariable
analysis. After included patients from NCT02973685 (n = 278), the HBV reactivation rate was
5.5% and 4.3% in patients treated with or without ICIs (p = 0.43). Conclusions:High HBV-DNA
didnot significantly increase the incidence ofHBV reactivation inHCCpatients treatedwith ICIs
and concurrent antiviral prophylaxis. Clinical trial information: NCT04680598. Research
Sponsor: None.
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Comparative analysis of ctDNA-MRD and MVI in predicting postoperative re-
currence of hepatocellular carcinoma.

Jianan Feng, Wenxuan Liu, Weidong Wang, Qingsong Wu, Yaohong Wen, Hongkun Tan, Zhoubin Feng, Luhao Chi, Danni Liu, Mingxin Pan; Second Department of
Hepatobiliary Surgery, Zhujiang Hospital of Southern Medical University, Guangzhou, China; Department of Hepatobiliary Pancreatic Spleen Surgery, Shunde Hospital of
Southern Medical University, Foshan, China; Department of Hepatobiliary Surgery, Yuebei People’s Hospital, Shaoguan, China; HaploX Biotechnology, Shenzhen, China

Background: Microvascular invasion (MVI) is currently recognized as a pathological feature
strongly associated with HCC recurrence. However, its predictive performance in clinical
practice remains suboptimal. The detection of minimal residual disease (MRD), which has
demonstrated significant prognostic value across multiple cancer types, represents a prom-
ising alternative. Therefore, the first goal of this study is to detail the genomic alterations that
potentially drive MVI or MRD, the second goal aims to compare their predictive power for
postoperative recurrence in early-stage HCC patients. Methods: This study profiles the geno-
mic landscape of tumor samples from 126 BCLC 0/A/B stage HCC patients usingWES. Patients’
longitudinal MRD status was determined through ctDNA detection in peripheral blood at
preoperative, 1-, 4-, and 7-month postoperative time points using a tumor-agnostic fixed
panel. Postoperative recurrence, confirmed by radiographic imaging, served as the endpoint
events for comparing the sensitivity and specificity of two prediction models, with one model
based on MVI classification and the other on longitudinal MRD positivity. More patients are
currently being recruited and analyzed. Results: Among 126 enrolled HCC patients, 71 (56.3%)
were classified asMVI-positive (M1/M2), while 55 (43.7%) wereMVI-negative (M0). Of the 121
patients with at least one MRD test, longitudinal MRD positivity was observed in 27 patients
(22.3%), with 94 patients (77.7%) remaining negative. Both MVI positivity and longitudinal
MRD positivity were associated with postoperative recurrence, with longitudinal MRD group
showing stronger statistical significance (p , 0.001 vs. p = 0.032). However, no distinct high-
frequencymutation patterns were observed within either theMVI or longitudinal MRD groups.
The most frequently altered genes in both groups included TP53, CTNNB1, JAK1, ARID1A,
CDKN2A, and AXIN1. Of note, we also developed two prediction models based on MVI classi-
fication and longitudinal MRD positivity. The longitudinal MRD-based model demonstrated
superior performance, with higher AUROC (0.835 vs. 0.715), PPV (0.357 vs. 0.162), accuracy
(0.836 vs. 0.512), and TPR (0.833 vs. 0.786).Conclusions: LongitudinalMRDmonitoring using a
tumor-agnostic fixed panel demonstrates superior predictive performance over MVI classifi-
cation for postoperative HCC recurrence with higher sensitivity, specificity, and accuracy. The
findings highlight the potential of longitudinal MRD monitoring as a more reliable tool for
guiding personalized postoperative management in early-stage HCC patients.Moreover, the
combination of the two models may potentially offer superior predictive performance for
recurrence, which is also a promising direction worthy of further exploration. Research
Sponsor: None.
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Real-world analysis of ctDNA and other biomarkers in patients with curatively
resected stage I-III biliary tract cancer.

Maen Abdelrahim, Abdullah Esmail, Antony Tin, Lokesh Bathla, Catherine Bridges, Chris M. Brewer, Jenifer Ferguson, James Yu, Aiwu Ruth He, Timothy Lewis Cannon,
Arthur Winer, Gentry Teng King, Amit Mahipal, Arun Nagarajan, Joseph Wang Franses, Midhun Malla, Michael M. Khayat, Adham A Jurdi, Minetta C. Liu, Richard D. Kim;
Houston Methodist Neal Cancer Center, Houston, TX; Natera, Inc., Austin, TX; Texas Oncology, San Antonio, TX; Moffitt Cancer Center, Tampa, FL; Georgetown University
Medical Center, Washington, DC; Inova Schar Cancer Institute, Fairfax, VA; Fred Hutchinson Cancer Center, Seattle, WA; University Hospitals Cleveland Medical Center,
Cleveland, OH; Cleveland Clinic Weston Hospital, Weston, FL; University of Chicago Medicine Comprehensive Cancer Center, Chicago, IL; University of Alabama at
Birmingham, Birmingham, AL

Background: Growing evidence supports the prognostic and predictive value of circulating
tumor DNA (ctDNA) detection in gastrointestinal cancers. Building on previous work that
demonstrated the feasibility of tumor-informed ctDNA testing in biliary tract cancer (BTC),
this study aimed to evaluate ctDNA as a tool for detecting molecular residual disease (MRD)
following curative resection and monitor recurrence during surveillance. Methods: A retro-
spective analysis of real-world data was performed on patients (N=171) with stage I-III
resectable BTC who underwent ctDNA analysis using a personalized, tumor-informed 16-
plexmPCR-NGS assay (Signatera; Natera, Inc.) from July 2020-February 2024. Plasma samples
(n=769) were collected pre-operatively, postsurgically (within 2 to 12-weeks; MRD window),
and longitudinally until death or last follow-up (surveillance window). The prognostic value of
ctDNA was compared to traditional biomarkers such as CA19-9 and CEA. Results: A total of 171
patients with stage I-III BTC with amedian age of 68 years (range 27-92) were included in this
analysis. The median follow-up was 21 months (range: 2-97 months). ctDNA detection rates
during theMRD and surveillancewindowswere 22% (18/83) and 32% (35/109), respectively. On
evaluating clinical outcomes, ctDNA-positivity during MRD and surveillance was significantly
associated with inferior disease-free survival (DFS) and overall survival (OS). Multivariate
analysis confirmed ctDNA-positivity to be the most significant prognostic factor associated
with DFS (HR: 10.91, 95%CI: 3.85-30.9, P,0.001) when adjusted for other clinicopathologic
factors such asBTC subtype or tumor grade. Additionally, other biomarkers such as CA 19-9 and
CEA did not predict clinical outcomes at either the MRD or surveillance windows (Table).
Conclusions: The data show that ctDNA-positivity was associated with poor DFS and OS, both
in the post-op and surveillance settings and that ctDNA detection using a personalized,mPCR-
NGS assay was superior to current clinical biomarkers. These findings highlight the value of
ctDNA monitoring to improve prognostication in BTC. Research Sponsor: None.

Association of biomarkers with clinical outcomes.

Biomarker MRD Surveillance

ctDNA
DFS
OS

n= 83
HR: 13.0, p , 0.001
HR: 12.0, p , 0.001

n= 109
HR: 6.1, p , 0.001
HR: 17.8, p = 0.008

CA19-9
DFS
OS

n= 53
HR: 0.88, p =0.81
HR: 1.9, p = 0.389

n= 80
HR: 1.3, p = 0.51

HR: 10.1, p = 0.045
CEA
DFS
OS

n= 18
HR: 0.84, p = 0.85
HR: 1.7, p = 0.71

n= 18
HR: 0.54, p = 0.5
HR: Not evaluable
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Integration of cfDNA fragmentomics for early biliary tract cancer detection.

Jiwen Wang, Xiaojian Ni, Yuxuan Zheng, Qingxin Xie, Hua Bao, Kun Fan, Dongqin Zhu, Hairong Bao, Ruowei Yang, Chunyan Wang, Bohao Zheng, Shuang Chang, Xiuxiu Xu,
Haimeng Tang, Xiaoling Ni, Tao Suo, Xue Wu, Sheng Shen, Han Liu, Houbao Liu; Liver Cancer Institute, Zhongshan Hospital, Fudan University, Shanghai, China; Department
of Biliary Surgery, Zhongshan Hospital, Fudan University; Biliary Tract Disease Center of Zhongshan Hospital, Fudan University; Biliary Tract Disease Institute, Fudan
University, Shanghai, China; Department of Biliary Surgery, Zhongshan Hospital, Fudan University, Shanghai, China; Geneseeq Research Institute, Nanjing Geneseeq
Technology Inc., Nanjing, China; Department of General Surgery, Zhongshan-Xuhui Hospital, Fudan University, Shanghai, China

Background: Biliary Tract Cancer (BTC) is a highly aggressive malignancy with poor survival
outcomes, primarily due to the lack of effective early detection methods and late-stage
diagnoses. Current diagnostic tools, including imaging and invasive endoscopic procedures,
are limited in their sensitivity and specificity for identifying early-stage disease. This study
addresses this critical gap by developing a novel, non-invasive approach for BTC detection
using circulating cell-free DNA (cfDNA) fragmentomics features. Methods: The study cohort
included 163 patients diagnosed with BTC and 165 healthy individuals, divided equally into
training and validation cohorts. All participants’plasma sampleswere collected for a low-depth
whole genome sequencing (WGS) process to extract three key cfDNA fragmentomics features:
CopyNumber Variation (CNV), Fragment Size Distribution (FSD), and Promoter Fragmentation
Entropy (PFE). These features were utilized to develop a machine learning model, which was
trained and validated through 5-fold cross-validation. An external cohort of 55 patients with
benign diseases and 18 Tis/High-grade cases was used to further evaluate the model robust-
ness.Results:The stacked ensemblemodel reached anAreaUnder theCurve (AUC) of0.96 in the
validation cohort, showing excellent performance in identifying BTC fromhealthy participants.
At an 86% training specificity cutoff, sensitivity achieved 90.91% (95% CI: 81.26% - 96.59%)
and specificity 87.88% (95% CI: 77.51% - 94.62%). While PFE performed as a strong single
feature with an AUC exceeding 0.92. The model demonstrated its effectiveness in early-stage
detection, with the sensitivity increasing from 80% in stage I to 95.65% in stage II. The model
surpassed traditional biomarkers (AUC . 95% compared to ~75% for CA19-9) and demon-
strated consistent performance across subgroups. External validation revealed 89% sensitivity
for early lesions and 89% specificity for benign cases, highlighting its potential for non-
invasive early detection of BTC. Conclusions: This study demonstrates a reliable and non-
invasive strategy for early BTC detection, leveraging cfDNA fragmentomics features and a
robust machine learning framework. The model’s high accuracy and reproducibility in both
internal and external cohorts highlight its potential for clinical implementation, offering a
transformative approach for BTC screening. Early diagnosis enabled by this method may
significantly improve patient outcomes and survival rates, marking a major advancement in
clinical practice. Research Sponsor: Natural Science Foundation of Shanghai; 23ZR1459100,
22ZR1457900; National Natural Science Foundation of China; 82272772,82372832, 82273289;
Key Discipline Construction Project of Medicine in Shanghai Xuhui District;
SHXHZDXK202304; ResearchProjects fromtheScience andTechnologyCommissionof Shang-
hai Municipality; Grants 21JC1401202; Fujian Provincial Natural Science Foundation of China;
2022J05328.
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ADJUBIL: A phase II study of immunotherapy with durvalumab and tremelimumab
in combination with capecitabine or without capecitabine in adjuvant situation for
biliary tract cancer—The IKF/AIO-ADJUBIL trial.

Thorsten Oliver Goetze, Arndt Vogel, Maria A. Gonzalez-Carmona, Timorshah Habibzada, Johanna Reinecke, Marius Adler, Daniel Pink, Thomas Jens Ettrich,
Christoph Roderburg, Ursula Pession, Anna Lena Saborowski, Florian van Boemmel, Thomas Wehler, Claus-Henning Koehne, Marina Schaaf, Disorn Sookthai,
Regina Eickhoff, Miriam Pons, Salah-Eddin Al-Batran, Dominik Paul Modest; Krankenhaus Nordwest GmbH, Institut für Klinisch-Onkologische Forschung (IKF),UCT -
Universitäres Centrum für Tumorerkrankungen Frankfurt, Frankfurt Am Main, Germany; Medizinische Hochschule, Hannover, Germany; Department of Medicine I,
University Hospital of Bonn, Bonn, Germany; Institute of Clinical Cancer Research (IKF), Krankenhaus Nordwest, UCT-University Cancer Center, Frankfurt, Germany;
Universitätsmedizin Göttingen, Goettingen, Germany; Universitätsklinikum Augsburg and Universitätsmedizin Göttingen, Augsburg, Germany; Helios Klinikum Bad
Saarow-Sarcoma Center Berlin-Brandenburg and University Medicine Greifswald, Bad Saarow, Germany; Department of Internal Medicine I, University Hospital Ulm, Ulm,
Germany; Clinic for Gastroenterology, Hepatology & Infectious Diseases, University Hospital of Düsseldorf, Düsseldorf, Germany; Universitätsklinikum Frankfurt, Frankfurt
Am Main, Germany; Medizinische Hochschule Hannover, Hanover, Germany; Universitätsklinikum Leipzig, Leipzig, Germany; Universitätsklinikum Gießen und Marburg
GmbH Standort Gießen, Gießen, Germany; Klinikum Oldenburg AöR, Oldenburg, Germany; Frankfurter Institut für Klinische Krebsforschung IKF GmbH, Frankfurt AmMain,
Germany; Krankenhaus Nordwest, University Cancer Center Frankfurt and Frankfurter Institut für Klinische Krebsforschung IKF GmbH, Frankfurt Am Main, Germany;
Charité-Universitaetsmedizin Berlin, Berlin, Germany

Background:Patients (pts)withbiliary tract cancer (BTC) still have apoor outcomewith limited
effective treatment options (only 20%of pts eligible for surgically curative resection, 5-year OS
rates, 10%). SOC for BTC is treatmentwith capecitabine according to the UKBILCAP trial, even
though it was formally negative. Based on positive data (TOPAZ-1 andMediTreme trial in BTC,
HIMALAYA trial for the STRIDE regimen inHCC), IO combination in the adjuvant setting seems
promising. In preclinical studies – particularly in cholangiocarcinoma (CC) –antibody com-
binations showed stronger and more durable anti-tumor effects than monotherapy, due to
synergistic impact on the tumor’s immunosuppressive microenvironment. The ADJUBIL trial
aimed at evaluating the clinical activity of the anti-PD-L1 antibody durvalumab and the anti-
CTLA-4 antibody tremelimumab with or w/o capecitabine in pts with resectable BTC in the
adjuvant setting in a pick-the-winner design. The winner of ADJUBIL could be tested in a
follow-up phase 2/3 trial against the current SOC capecitabine. Methods: In the open-label,
multicenter phase II ADJUBIL trial treatment-näıve pts with BTC after curative surgery (R0/R1)
were randomized (1:1) to receive either tremelimumab (300 mg, once on D1, cycle 1) plus
durvalumab (1500 mg, Q4W; max. 12 months), with (arm A) or w/o (arm B) capecitabine (1250
mg/m2 twice a day on day 1 – 14, Q3W; max. 8 cycles). Primary endpoint was recurrence-free
survival at 12 months (RFS@12). The trial design is based on the Simon, Wittes and Ellenberg’s
Pick-the-winner design [Simon et al., 1985]. Results: 40 pts (ECOG 0 or 1) were enrolled in 12
centers in Germany: median age of 64.5 years; 53% males, 30% intra-hepatic CC, 58% extra-
hepatic CC, 13% gallbladder. All pts received at least 1 dose of study treatment. The median
number of cycles was 7. RFS@12 was 52.4% for arm A and 57.9% for arm B. After a median
followupof 13.8months,median recurrence free survivalwas 14.98 (A) and 17.02months (B). 1y
OS rate was 85% (A) and 84% (B). While no new safety/toxicity signs were observed, arm A
demonstrated a higher toxicity rate than arm B: 67% of pts having at least one grade$ 3 AE (A)
vs. 53% (B) and 48% of pts having at least one grade $ 3 treatment related AE (A) vs. 32% (B).
Conclusions: In the IKF/AIO-ADJUBIL trial, the expectedRFS@12 of 56%was demonstrated for
the combination of durvalumab / tremelimumab without capecitabine (57.9%), whereas no
benefit in terms of RSF@12 was observed with additional capecitabine (52.4%). Together with
similar 1y OS rates of 85% (A) and 84% (B) and higher toxicity rates in arm A, this indicates
superiority of the combination of durvalumab / tremelimumabwithout capecitabine in pts with
resectable BTC in the adjuvant setting. Clinical trial information: EU CT No.: 2024-511847-24-
00. Research Sponsor: AstraZeneca.
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Novel early-detection model based on cfDNA methylation and fragmentation
features for liver cancer.

Xiaobo Wang, Yaxu Wang, Zhijian Xu, Xiaosheng He, ChuanXin Wu, Fang Liu, Yalong Zhang, Xiurui Zhu, Fei Zhao, Bingqiang Fu, Guo Chen, Shiqing Chen, Junyi Ye, Jing Liu,
Baoliang Zhu, Xiaohui Wu, Nan Lin; Guangxi Medical University Cancer Hospital, Nanning, China; The Second Affiliated Hospital of Chongqing Medical University,
Chongqing, China; Cancer Hospital, Chinese Academy of Medical Sciences, Beijing, China; The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China;
Shanghai Xiaohe Medical Laboratory Co., Ltd., Shanghai, China; The Third Affiliated Hospital, Sun Yat-sen University, Guangzhou, China

Background: In China, the 5-year survival rate of liver cancer patients is only 14%, far lower
than the average of 43.7% for all cancer types. Early diagnosis and treatment are essential for
survival. Traditional screening methods like AFP combined with abdominal ultrasound have
low sensitivity. Recent studies suggest that blood cell-free DNA (cfDNA) characteristics could
be a new screening approach for liver cancer. This study aims to compare methylation and
fragmentation signals among liver cancer, hepatitis, cirrhosis patients, and healthy individ-
uals, innovatively using these signals to construct an early-detection model which could
improve patient prognosis. Methods: From July 2023 to November 2024, 315 blood samples
were prospectively collected from five Chinese hospitals. The sample set included 105 liver
cancer patients and 210 non-liver cancer controls (33 hepatitis, 30 cirrhosis, 147 healthy). This
multi-center, multi-disease-controlled collection provides a robust data basis. Targeted en-
zymatic methyl sequencing detected over 600,000 methylation sites, enabling precise explo-
ration of liver-cancer-related methylation. Beyondmethylation, novel fragmentation features
like break-point motifs, end motifs, arm-level count, fragment-size distribution and ratio
were obtained. These, combined with methylation data, offer a multi-dimensional view for
studying liver cancer pathogenesis and biomarkers. A gradient-boosted treemodel, integrating
3840methylation DMR features and fragmentomic model-predicted probabilities, was built. A
nested cross-validation framework was used to optimize themodel and ensure result accuracy.
Results: Themodel achieved a high AUC of 0.97(95%CI:0.95-0.99) in liver cancer detection. At
96.2% specificity, the model had a 91.4% sensitivity for overall liver cancer detection, with
83.7% and 95.8% sensitivity for stage I and II respectively. Among 63 patients with hepatitis or
cirrhosis, the model accurately predicted negative results in 88.9% of patients. Notably, for
patients hard to identify by traditional tumormarkers like AFP andDCP, themodel showedhigh
detection rates. When AFP , 400 ng/ml, the detection rate was 88.9%, and with concurrent
DCP , 40 ng/ml, it reached 87.0%. When AFP , 20 ng/ml, the detection rate was 89.5%, and
with DCP , 40 ng/ml simultaneously, the detection rate was 83.3%. Conclusions: This study
established an early-detection model for liver cancer by leveraging cfDNA methylation and
fragmentation signals. The model demonstrated remarkable performance, particularly in
detecting liver cancer patients who are difficult to identify through conventional methods.
It blazes anewtrail for the early detection of liver cancer and could significantly enhancepatient
prognosis. Research Sponsor: None.
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The efficacy and safety of donafenib as postoperative adjuvant therapy in patients
at high risk of recurrence following radical resection of hepatocellular carcinoma
(HCC): A multicenter retrospective study.

Jianhua Rao, Xinhua Zhu, Hongwei Zhang, Yonghua Xu, Shaochuan Wang, Xin Wei, Long Zhang, Feng Zhang, Xuehao Wang, Feng Cheng; Hepatobiliary Center, The First
Affiliated Hospital Nanjing Medical University, Nanjing, Jiangsu, China; Nanjing Drum Tower Hospital,The Affiliated Hospital of Nanjing University Medical School, Nanjing,
China; Jiangsu Cancer Hospital, The Affiliated Cancer Hospital of Nanjing Medical University, Nanjing, China; Yancheng No.1 People’s Hospital, Yancheng First Hospital,
Affiliated Hospital of Nanjing University Medical School, Jiangsu, China; Department of Hepatobiliary and Pancreatic Surgery, The Affiliated Huaian No.1 People’s Hospital
of Nanjing Medical University, Jiangsu, China; The Affiliated Hospital of Xuzhou Medical University, Jiangsu, Jiangsu, China; Hepatobiliary Center, the First Affiliated
Hospital of Nanjing Medical University, Nanjing, China; Hepatobiliary Center of The First Affiliated Hospital Nanjing Medical University, Nanjing, China; Department of
Hepatobiliary Surgery, The First Affiliated Hospital of Nanjing Medical University, Nanjing, China

Background: Hepatectomy is a crucial treatment for long-term survival in patients with HCC;
however, the high recurrence rate significantly impacts prognosis. Currently, there is no
standard adjuvant therapy for this patient population. This study investigates the efficacy
and safety of Donafenib as postoperative adjuvant therapy for patients with a high risk of
recurrence after radical resection of HCC.Methods:We analyzed the clinicopathological data of
HCC patients with a high risk of recurrence after radical resection, recruited from six medical
centers between June 2021 andOctober 2024.High riskwas defined by the presence of any of the
following criteria: [i] tumordiameter.5 cm; [ii]multiple lesions of any size; [iii]microvascular
invasion (MVI) grade 1 or 2; [iv] lesions complicated by tumor thrombus (TT); and [v] alpha-
fetoprotein (AFP)$200 mg/L. Patients received either Donafenib monotherapy (D) or combi-
nation regimens (D+TACE-DT, D+ICI-DI, or D+TACE+ICI-DTI) as adjuvant therapy. We ex-
amined the relapse-free survival (RFS), overall survival (OS), and safety according toCTCAE5.0.
Results: 199 patients were included in this study, with amedian age of 60 years (IQR: 53-67) at
the data cut-off in January 2025. The cohort comprised 85.7%males, 83.4%withHBV infection,
87.9% with Child-Pugh A, and 79.4% with ECOG PS 0. Among patients at high risk, 52.3% had
multiple high-risk factors, 53.3% had tumors . 5 cm, 27.1% had multiple lesions, 53.3% had
MVI grade 1 or 2, 13.6%had TT, and 36.7%had AFP$200 mg/L. Treatment distribution included
70 patients receiving D therapy, 69 receiving DT therapy, 46 receiving DI therapy, and 14
receiving DTI therapy. At the data cut-off, the median RFS for the overall population was
27.8 months (95%CI:22.3 months -NE), with a one-year RFS rate of 72.9% (95%CI:66.0%-
80.5%) and two-years RFS rate of 55.4% (95%CI: 45.6%-67.2%). In subpopulations based on
treatment regimens (D, DT, DI, DTI), the median RFS was 24.5 months (95%CI:20.6 months
-NE), 29.2 months (95%CI:22.3 months -NE), 30.0 months (95%CI:19.0 months -NE), and
20.5 months (95%CI:9.3 months -NE), respectively. The median OS for the overall population
and subpopulations had not yet been achieved. Among the overall population, 114 patients
(57.3%) experienced treatment-related adverse events (TRAE) of any grade, with an incidence
of grade 3 TRAE at 8.0% concluding with rash (5.5%), hand-foot syndrome (2.0%) and
thrombocytopenia (0.5%); no patients experienced grade 4 or 5 TRAE. Conclusions: These
preliminary results showed that donafenib as postoperative adjuvant therapy may effectively
reduce the recurrence rate in patients at high risk of recurrence following radical resection of
HCC, demonstrating good safety and tolerability. Research Sponsor: None.
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Effect of the combination of systemic and locoregional therapy on tumor recurrence
and survival after liver transplantation for hepatocellular carcinoma (HCC).

Khadyoth Nanneboyina, Ali Khurram, Ashwini Mehta, Judith Pozzerle, Parvez Mantry; Methodist Dallas Medical Center, Dallas, TX; The Liver Institute at Methodist Dallas
Medical Center, Dallas, TX

Background: Liver Transplantation (LT) results in the best survival in select HCC patients.
Patients that do not meet transplant criteria based on tumor burden may require bridging
therapies to downstage their disease to become eligible for LT. There is limited data on safety
and efficacy of combining systemic therapy with locoregional therapy (LRT) prior to LT.
Methods: This study was a single-center retrospective outcome analysis of all patients di-
agnosedwithHCCwhounderwent LT between June 2018 andMarch 2024 (n = 104)with primary
endpoints being 1-year post-LT survival and post-LT tumor recurrence. Explant pathologywas
also examined to assess tumor necrosis, viability, grade, and lymphovascular invasion. Patients
were categorized into 2 groups: 1) LRT alone and 2) combination of LRT and systemic therapy.
LRT included Transarterial chemoembolization, Radioembolization, Microwave Ablation, and
Stereotactic Beam Radiation Therapy. Systemic therapies included Nivolumab + Ipilimumab,
Atezolizumab + Bevacizumab, Sorafenib, Lenvatinib, Ramuricumab, and Cabozantinib. Pear-
son correlation analysis was used. Results: 89 patients received LRT alone and 15 patients
received combination therapy. The median maximum tumor diameter in the LRT group was
2.4 cm and that of the combination group was 2.5 cm (p = 0.136). Patients in the combination
therapy group also had a 3.5-fold increase in the average number of tumors, suggesting higher
tumor burden. Average time to post-LT tumor recurrence was similar in combination therapy
vs. LRT group (496.8 days vs. 546 days; p = 0.41). Patients receiving combination therapy had a
trend towards better survival however this did not achieve statistical significance (r = 0.13, p =
0.175). A statistically significant negative correlation existed betweennotmeetingMilan criteria
at the time of transplant evaluation and post-transplant tumor recurrence (i.e., rate of post-
transplant tumor recurrence increased if the Milan criteria were not satisfied; r = -0.31, p ,

0.001). Conclusions: Our results show that combination therapy using systemic options in
addition to LRT is an effective downstaging strategy for high-risk HCC patients and may
improve post-transplant survival and reduce post-LT tumor recurrence. This preliminary data
suggests that combination therapy may have a favorable impact on the time to post-LT tumor
recurrence in patients with higher risk tumors. This further attests the strong need for
sustainable downstaging pre transplantation. Using the synergistic effect of these modalities
may help expand the pool of candidates who can undergo LT, which remains themost effective
long term therapy for patients with HCC. We did not find any evidence of increased rejection or
opportunistic infections post LT in the combination therapy cohort. Research Sponsor: None.
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Ultra-sensitive detection of hepatocellular carcinoma (HCC)withmethylation signal
enrichment of ctDNA and hepatitis B virus (HBV).

Nan Lin, Yaxu Wang, Qujin Li, Xiaosheng He, Nina Guanyi Xie, Yangjunyi Li, Liyuan Zhao, Zhihui Xu, Lei Song, Yujie Chen, Chen Zhu, Zhijun Zhao, Chenquan Xue, Feng Xu,
Yanzhan Yang, Yonghui Li, Xueguang Sun, Baoliang Zhu, Xiaohui Wu, Xiaobo Wang; The Third Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; The Second
Affiliated Hospital of Chongqing Medical University, Chongqing, China; The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Shanghai Xiaohe Medical
Laboratory Co., Ltd., Shanghai, China; Guangxi Medical University Cancer Hospital, Nanning, China

Background: Aberrant methylation patterns in cell-free DNA (cfDNA) have been identified as
effective biomarkers for HCC early detection, with circulating tumor DNA (ctDNA) from HCC
patients exhibiting distinct methylation signatures. Additionally, HBV infection and the as-
sociatedmethylation alterations are closely linked to the development and progression of both
cirrhosis andHCC. In this study,we utilize an ultra-sensitiveMethylation Anchor Probe for Low
Signal Enrichment (MAPLE) to enrich HCC-related methylation signals in ctDNA, as well as
those from HBV genomes. By integrating these signals with a machine learning model, we
achieve improved discrimination between HCC patients and non-cancer controls, while re-
ducing false positives in individuals with cirrhosis. Methods: Whole blood samples were
collected from 246 participants, including 96 HCC patients, 123 healthy controls, and 27
cirrhosis individuals. cfDNA was extracted from plasma, followed by enzymatic conversion
and library preparation. Targeted hybrid capture was performed using a custom-designed
panel that enriched methylation signals associated with HCC and HBV CpG islands. The final
libraries were sequenced using next-generation sequencing (NGS). A machine learning model
was developed, incorporating methylation features derived from both the human genomic
regions andHBVCpG islands. Participantswere randomly divided into training and test sets at a
3:1 ratio, with the training set undergoing 5-fold cross-validation for model optimization. To
assess model robustness, 40 resampling iterations were conducted to evaluate performance in
distinguishing HCC patients across various stages from non-cancer individuals. Results:
Among all participants, 39.8% tested positive for HBV. Incorporating methylation features
from the HBV genome into the model improved sensitivity for detecting early-stage HCC in
HBV-positive individuals and enhanced accuracy in distinguishing early-stage HCC from
cirrhosis. Analysis of selected HBV methylation features revealed hypermethylation in HCC
patients compared to individuals with cirrhosis and healthy controls. The final machine
learning model achieved a specificity of 97.6% (96.2%–97.9%). Sensitivities for detecting
HCC across all stages were: I: 76.4% (73.5%–79.4%), II: 94.6% (92.0%–97.3%), III: 99.5%
(98.8%–100.0%), and IV: 100.0% (100.0%–100.0%). For distinguishing cirrhosis, the model
demonstrated a specificity of 81.9% (77.6%–86.3%). Conclusions: Using the ultra-sensitive
MAPLE technique, we developed a novel panel that enriches methylation signals from both the
human and HBV genomes. This assay significantly improved sensitivity for detecting early-
stage HCC. By incorporating HBV genome features, we further enhanced the accuracy of
distinguishing early-stage HCC from cirrhosis in HBV-positive individuals. Research Sponsor:
Shanghai Xiaohe Medical Laboratory Co., Ltd.
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Use of artificial intelligence-powered spatial analysis of tumormicroenvironment to
predict the prognosis in resected gallbladder cancer.

Young Hoon Choi, Hyemin Kim, Cheolyong Joe, So Jeong Yoon, Yeong Hak Bang, Kee-Taek Jang, Yo Han Jeon, Changhoon Yoo, Chang Ho Ahn, Soohyun Hwang,
Sangwon Shin, Sang Hyun Shin, In Woong Han, Jin Seok Heo, Kwang Hyuck Lee, Jong Kyun Lee, Se-Hoon Lee, Kyu Taek Lee, Hongbeom Kim, Joo Kyung Sophie Park;
Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Department of Health Sciences and Technology,
Samsung Advanced Institute of Health Sciences and Technology (SAIHST), Sungkyunkwan University, Seoul, South Korea; Division of Hepatobiliary-Pancreatic Surgery,
Department of Surgery, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Division of Hematology-Oncology, Department of
Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Department of Pathology and Translational Genomics, Samsung
Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine,
Seoul, South Korea; Lunit Inc., Seoul, South Korea

Background: Gallbladder cancer (GBC) is a highly lethal disease with a lack of reliable bio-
markers. The tumor microenvironment (TME) is closely associated with prognosis, but its
clinical application as a prognostic marker is limited by evaluation challenges. This study
assessed the prognostic significance of AI-powered TME analysis in resected GBC patients.
Methods:A total of 225 GBC patients with an R0 resectionwere enrolled, and their hematoxylin
& eosin (H&E)-stained GBC sections were analyzed using Lunit SCOPE IO, an artificial in-
telligence (AI)-powered whole-slide image (WSI) analyze, to evaluate TME-related features,
including tumor-infiltrating lymphocyte (TIL) density, fibroblast (FB) density, and tertiary
lymphoid structure (TLS) counts. Risk stratificationwas based onTME-related risk factors (low
TIL, highFB, lowTLS), and survival outcomeswere assessed. External validationwas conducted
using 146 biliary tract cancer patients. Results: Overall survival (OS) and disease-free survival
(DFS) declined as the number of TME-related risk factors increased. Patients with three risk
factors had the poorest outcomes (median OS: 17.7 months [reference]; median DFS:
12.7 months [reference]), followed by those with two risk factors (median OS: 115.9 months,
HR=0.40, 95%CI: 0.19–0.85;medianDFS: 57.8months,HR=0.37, 95%CI: 0.18–0.74) and one
risk factor (median OS: 126.5months,HR=0.34, 95%CI: 0.16–0.74;medianDFS: 117.2months,
HR = 0.30, 95% CI: 0.15–0.62). Patients with no risk factors had the best survival (median OS:
not reached, HR = 0.20, 95% CI: 0.06–0.67; median DFS: not reached, HR = 0.13, 95% CI:
0.04–0.41). External validation confirmed consistent trends across all risk groups.
Conclusions: AI-powered TME analysis shows promise as a practical tool for identifying
TME-related risk factors using H&E-stained WSI, providing valuable prognostic information
for resected GBC patients. Research Sponsor: None.

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY



4138 Poster Session

Unveiling the role of sodium glucose cotransporter-2 inhibitors in hepatocellular
carcinoma patients with cirrhosis: A comparative global cohort study.

Asfand Yar Cheema, Aravinthan Vignarajah, Mishaal Munir, Nishanthi Vigneswaramoorthy, Oboseh John Ogedegbe; Cleveland Clinic Foundation/ Fairview Hospital,
Cleveland, OH; Cleveland Clinic Fairview Hospital, Cleveland, OH; Lahore Medical and Dental College, Lahore, Pakistan; State University of New York Health Science Center
At Syracuse, Syracuse, NY; Trinity Health Ann Arbor, Ypsilanti, MI

Background: Hepatocellular carcinoma (HCC) is a leading cause of cancer-related mortality
worldwide, and is often associated with chronic liver disease and cirrhosis. Despite advance-
ments in therapeutic options, the prognosis for HCC patients remains poor. Sodium-glucose
cotransporter 2 inhibitors (SGLT2i) exhibit anti-inflammatory, anti-fibrotic, and anti-
carcinogenic properties, potentially influencing cancer biology via metabolic and oxidative
stress modulation. Our study aimed to evaluate the impact of SGLT2i on outcomes of HCC
patients with underlying cirrhosis using a large global database. Methods: We conducted a
retrospective, propensity score-matched cohort study using TriNetX Analytics Network da-
tabase. We compared patients aged . 18 years with HCC and cirrhosis who received SGLT2i to
those who did not receive SGLT2i from 1/1/2014 to 1/1/2023 for one year. The study cohort
included 1,254 cirrhotic HCC patients on SGLT2i, while the control cohort comprised 40,820
cirrhotic HCC patients not on SGLT2i. Propensity score matching was applied to balance
demographics, HCC-directed therapies, comorbidities, laboratory values, and medications.
Kaplan-Meier analysis estimated event-free survival and overall survival, with comparisons
using log-rank tests. The primary outcomes were all-cause mortality, venous thromboembo-
lism (VTE), and all-cause hospitalization rates. Secondary outcomes included all-cause ICU
admissions, ischemic stroke/TIA, acute kidney injury (AKI), and septic shock. Results: Pro-
pensity scorematching adjusted for key characteristics resulted in 1,020matched pairs for each
cohort. Our comparative analysis showed that the SGLT2i group had significantly lower all-
cause mortality, with a hazard ratio (HR) of 0.399 (95% confidence interval [CI] 0.314, 0.507).
Specific outcomes associated with improvement in the SGLT2i group: VTE (HR 0.607, 95% CI
0.481, 0.765), all-cause hospitalization rates (HR 0.568, 95% CI 0.501, 0.644), all-cause ICU
admissions (HR 0.522, 95% CI 0.396, 0.689), ischemic stroke/TIA (HR 0.585, 95% CI 0.389,
0.878), thrombocytopenia (HR 0.578, 95% CI 0.470, 0.711), AKI (HR 0.708, 95% CI 0.588,
0.852), and septic shock (HR0.528, 95%CI 0.382, 0.728).Conclusions:Our study highlights the
association of SGLT2iwith significant improvements in clinical outcomes forHCCpatientswith
cirrhosis. SGLT2i use was linked to reduced all-cause mortality, VTE, hospitalizations, ICU
admissions, and complications such as ischemic stroke/TIA, thrombocytopenia, AKI, and septic
shock. These findings suggest SGLT2i may offer therapeutic benefits beyond their cardiovas-
cular and renal effects, potentially influencing cancer biology and systemic complications in
this high-risk population. Prospective trials arewarranted to validate these findings and assess
their safety and efficacy. Research Sponsor: None.
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Neoadjuvant transhepatic arterial infusion chemotherapy (HAIC) with FOLFOX
regime plus cadonilimab (PD-1/CTLA-4 bispecific antibody) for resectable multi-
nodular CNLC Ib/IIa hepatocellular carcinoma (CAR_Hero study).

Yongguang Wei, GuangZhi Zhu, Zhiming Zeng, Zili Lv, Xinping Ye, Hao Su, Chuangye Han, Kaiyin Xiao, Minhao Peng, Jie Ma, Tao Peng; First Affiliated Hospital of GuangXi
Medical University, Nanning, Guangxi, China; The First Affiliated Hospital of Guangxi Medical University, Guangxi, China; Department of Hepatobiliary Surgery, First
Affiliated Hospital, Guangxi Medical University, Nanning City, Guangxi, China; First Affiliated Hospital, Guangxi Medical University, Nanning City, Guangxi, China; The First
Affiliated Hospital of Guangxi Medical University, Nanning City, Guangxi, China; The First Affiliated Hospital of Guangxi Medical University, Nanning, Guangxi, China;
Department of Hepatobiliary Surgery, The First Affiliated Hospital of Guangxi Medical University, Nanning, Guangxi, China

Background: The recurrence rate of hepatocellular carcinoma (HCC) remains high, withmulti-
nodular HCC being a well-defined high-risk factor for recurrence. However, standardized
neoadjuvant or adjuvant therapies for HCC have yet to be definitively established to effectively
improve survival outcomes. Methods: In this ongoing single-center, phase 2, open-label,
prospective cohort clinical trial, eligible pts were randomly assigned (1:1:1) to three arms (15
pts per arm). Neoadjuvant therapies included: (A) 2 cycles cadonilimab (6mg/kgQ2W); (B) once
FOLFOX-HAIC and2 cycles cadonilimab; (C) once FOLFOX-HAIC. Pts receive scheduled surgery
on day 21-28 and postoperative adjuvant HAIC onemonth after surgery. The primary endpoints
were major pathologic response (MPR, defined as #50% residual living tumor) and the 1-year
recurrence-free survival (RFS) rate. Secondary endpoints included overall response rate (ORR,
assessed per RECIST 1.1) and treatment-related adverse events (TRAEs). Additionally, a direct
hepatectomy cohort was retrospectively collected as reference data. Results: A total of 42 pts
were enrolled. Among them, 2 ptswithdrew due to their desire to pursue conversion therapy. 38
pts underwent hepatectomy and were included in the efficacy analyses (A: 14pts, B: 14pts, C:
12pts). Themedian agewas 55 years (range: 32-72), with 90.5%beingmale and 90.5% infected
with hepatitis B virus. ArmBhad the highestMPR rate of 78.6%, significantly higher thanArms
A (35.7%) and C (20.0%) (P = 0.011). Additionally, Arm B had the highest ORR (A: 14.3%; B:
40.0%; C: 8.3%), and lowest MVI detection rate (A: 50.0%; B: 21.4%; C: 40.0%). Focal
heterogeneity was partially observed. The DCR was 100%. The most common TRAEs were
elevated aspartate transaminase (64.3%) and alanine aminotransferase (59.5%). Grade 3-4
TRAEs occurred in 3 pts(hepatic dysfunction and erythema annulare). In Arms A and B, 4 pts
experienced a delay in scheduled surgery by 2-4 weeks. The combination of HAIC and cado-
nilimab did not lead to a significant increase in TRAEs. After propensity score matching, the
direct hepatectomy cohort was screened. Kaplan-Meier analysis revealed that the neoadjuvant
cohort had a longer recurrence-free survival (RFS) time compared to the direct hepatectomy
cohort (median RFS not reached vs. 24.7 months; P = 0.0048) and a lower MVI detection rate
(36.8%vs. 52.6%). Conclusions:Neoadjuvant FOLFOX-HAIC combinedwith cadonilimab had a
considerable antitumor activity, and a manageable safety for the resectable multinodular HCC.
It brought the fewer MVIs of tumor and a better RFS. Clinical trial information:
ChiCTR3000033692. Research Sponsor: None.

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY



4140 Poster Session

Prognostic significance of pathological response in unresectable hepatocellular
carcinoma treated with immune checkpoint inhibitor-based conversion therapy.

Wen-Jing Zheng, Yang Xu, Jia Fan, Jian Zhou, Ruoyu Shi, Xin-Rong Yang; Department of Liver Surgery & Transplantation, Liver Cancer Institute, Zhongshan Hospital, Fudan
University, Shanghai, China; Department of Liver Surgery and Transplantation, Liver Cancer Institute, Zhongshan Hospital, Fudan University, Shanghai, China; Department
of Liver Surgery and Transplantation, Liver Cancer Institute, Zhongshan Hospital, Fudan University; Key Laboratory of Carcinogenesis and Cancer Invasion (Fudan
University), Ministry of Education, Shanghai, China; Department of Hepatobiliary Surgery and Liver Transplantation, Liver Cancer Institute, Zhongshan Hospital, and Key
Laboratory of Carcinogenesis and Cancer Invasion of Ministry of Education, Fudan University, Shanghai, China; Department of Pathology and Laboratory Medicine,
Kandang Kerbau Women’s and Children’s Hospital, Singapore, Singapore

Background: Immune checkpoint inhibitor (ICI)-based conversion treatment is increasingly
utilized for patients with initially unresectable hepatocellular carcinoma (HCC). However,
standardized histopathologicmarkers for assessing treatment response andpredicting survival
outcomes remain inadequately defined. Methods: This retrospective study analyzed 225 HCC
patients who underwent conversion treatment followed by curative resection. The residual
viable tumor percentage (RVT%) was calculated as the proportion of RVT surface area to the
total tumor bed area. Kaplan-Meier and Cox regression analyses were used to evaluate the
relationship between RVT% and recurrence-free survival (RFS) as well as overall survival (OS).
Results: Complete pathologic response (CPR), defined as 0% RVT, was achieved in 60 patients
(26.7%) and was strongly associated with improved survival outcomes. Patients with CPR
exhibited significantly better RFS (HR: 0.23, 95% confidence interval [CI]: 0.13–0.41, p, 0.001)
and OS (HR: 0.17, 95% CI: 0.05–0.56, p = 0.003) compared to non-CPR patients. Multivariate
analysis confirmed non-CPR as an independent risk factor for both RFS (HR: 3.67, 95% CI:
1.94–6.96, p , 0.001) and OS (HR: 4.43, 95% CI: 1.21–16.18, p = 0.022). Major pathologic
response (MPR), defined as RVT% # 10%, was observed in 91 patients (40.4%) and was also
significantly associated with improved RFS and OS (all p , 0.05). Stratification by RVT%
thresholds revealed a stepwise association between decreasing RVT% and improved survival
outcomes. RVT% # 30% demonstrated significant predictive power for both RFS (HR: 0.48,
95%CI: 0.30–0.75, p = 0.001) and OS (HR: 0.60, 95%CI: 0.31–1.16, p = 0.020). Notably, patients
with CPR achieved a two-year survival rate of 96.7%, compared to 86.1% in non-CPR patients.
Despite the high radiological response rate (CR+PR, 92.4%), substantial discrepancies were
observed between radiological and pathological assessments, and 56.7% of patients who
achieved pathological complete response (CPR) did not exhibit radiological complete response
(CR). Kaplan-Meier analysis showed no significant differences in RFS or OS among three
regimens: anti-PD-1 monotherapy (n = 25, 11.1%), anti-PD-1/PD-L1 plus anti-VEGF (n =
21, 9.3%), and anti-PD-1 plus TKI (n = 179, 79.6%). Transarterial chemoembolization (TACE)
didnot significantly increase theproportionof patients achievingCPRbutnotably enhanced the
proportion of patients with RVT% # 30%. Conclusions: Both CPR and MPR are robust
prognosticmarkers of RFS andOS inHCC patients undergoing ICI-based conversion treatment.
The superior sensitivity of pathological evaluation underscores its advantage over radiological
assessment in accurately reflecting treatment outcomes. Research Sponsor: National Natural
Science Foundation of China; (82341027 and 82072715).
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Comparison outcome of transarterial chemoembolization combined with immune
checkpoint inhibitors plus bevacizumab or lenvatinib as first-line therapy for ad-
vanced hepatocellular carcinoma.

Ningning Zhang, Yawei Du, Yuexi Yu, Qiang Wu, Wei Bai, Wei Zhang, Shuwen Zhang, Hao Yu, Xuanchen Liu, Ming Luo, Kaipeng Liu, Jihui Hao; Department of Hepatobiliary
Oncology, Liver Cancer Center, Tianjin Medical University Cancer Institute and Hospital, National Clinical Research Center for Cancer, Key Laboratory of Cancer Prevention
and Therapy, Tianjin Medical University, Tianjin, China; Department of Hepatobiliary Oncology, Liver Cancer Center, Tianjin Medical University Cancer Institute and Hospital,
Tianjin, China; Department of Hepatobiliary Surgery, Liver Cancer Center, Tianjin Medical University Cancer Institute & Hospital, Tianjin, China; Xijing Digestive Disease
Hospital Fourth Military Medical University Second Department of Digestive Diseases, Department of Liver Diseases and Digestive Interventional Radiology, Xian, China;
Department of Hepatobiliary Cancer, Liver Cancer Center, Tianjin Medical University Cancer Institute & Hospital, National Clinical Research Center for Cancer, Tianjin Key
Laboratory of Digestive Cancer, Tianjin’s Clinical Research Center for Cancer, Tianjin, China; Department of Hepatobiliary Oncology, Liver Cancer Center, Tianjin Medical
University Cancer Institute and Hospital, National Clinical Research Center for Cancer, Tianjin, China; Tianjin Medical University Cancer Institute and Hospital, Tianjin,
China; Department of Pancreatic Cancer, Tianjin Medical University Cancer Institute and Hospital, National Clinical Research Center for Cancer, Key Laboratory of Cancer
Prevention and Therapy, Tianjin Medical University, Tianjin, China

Background: Transarterial chemoembolization (TACE) combined with immunotherapy and anti-angiogenic therapy for advanced

hepatocellular carcinoma (HCC) presents a promising first-line treatment option. Methods: We assessed overall survival (OS),

progression-free survival (PFS), objective response rate, and adverse events between the TACE-ICI-Len group (n=160) and the TACE-

ICI-Bev group (n=216) as first-line therapy for advanced HCC. Inverse probability of treatment weighting was employed tominimize bias.

Efficacy was evaluated using RECIST 1.1 andmRECIST criteria. Results: The TACE-ICI-Bev group demonstrated significantly improved OS

and PFS compared to the TACE-ICI-Len group, especially across BCLC-B and BCLC-C stages (Total: mOS 22.8 vs. 15.4 months, p,0.001;

mPFS 12.4 vs.8.3months,p,0.001; BCLC-B:mOS23.3 vs. 16.6months,p=0.005;mPFS14.0 vs.8.2months, p,0.0001; BCLC-C:mOS22.3vs.

15.1months, p=0.002;mPFS 11.0 vs. 8.0months, p,0.001).Within the TACE-Bev-Ate subgroup, OS and PFSwere further enhanced (Total:

mOS26.3months;mPFS 13.8months;BCLC-B:mOS27.7months;mPFS 16.7months;BCLC-C:mOS24.2months;mPFS 12.6months). The

incidence of gastrointestinal bleeding (GB) was significantly higher in the TACE-ICI-Bev group compared to the TACE-ICI-Len group

(13.8% vs. 6.2%, p,0.001). Notably, GB was significantly more frequent in patients with portal hypertension (PHT) compared to those

without, in both the TACE-ICI-Bev group (30.9%vs. 6.6%, p,0.001) and the TACE-ICI-Len group (20.2% vs. 0%, p,0.001). Conclusions:

TACE-ICI-Bev demonstrated superiorOSandPFS compared toTACE-ICI-Len as first-line treatment for advancedHCC,withan acceptable

safety. Management of PHT in patients with advanced HCC is critical to optimizing patient outcomes. Research Sponsor: None.

Patient baseline characteristics before and after applying IPTW.

Before IPTW After IPTW
Variable TACE-ICI-Bev TACE-ICI-Len p TACE-ICI-Bev TACE-ICI-Len p

n N=216 N=160 N=223.64 N=153.48
Age (mean (SD)) 59.21 (9.81) 57.19 (10.81) 0.059 57.59 (10.00) 57.23 (10.42) 0.780

Sex (%) 0.358 0.784
Female 37 (17.1) 21 (13.1) 33.1 (14.8) 24.6 (16.0)
Male 179 (82.9) 139 (86.9) 190.6 (85.2) 128.9 (84.0)

Hypertension (%) 0.46 0.928
No 152 (70.4) 106 (66.2) 150.8 (67.4) 104.3 (67.9)
Yes 64 (29.6) 54 (33.8) 72.9 (32.6) 49.2 (32.1)

DM (%) 0.176 0.981
No 147 (68.1) 120 (75.0) 164.3 (73.5) 112.5 (73.3)
Yes 69 (31.9) 40 (25.0) 59.4 (26.5) 40.9 (26.7)

ECOG_PS (%) ,0.001 0.888
0 77 (35.6) 123 (76.9) 123.4 (55.2) 86.1 (56.1)
1 139 (64.4) 37 (23.1) 100.2 (44.8) 67.4 (43.9)

TACE_number (%) 0.011 0.94
1~2 151 (69.9) 131 (81.9) 169.4 (75.7) 115.6 (75.3)
.=3 65 (30.1) 29 (18.1) 54.3 (24.3) 37.9 (24.7)

Child_Pugh_score (%) 0.125 0.629
,=6 117 (54.2) 73 (45.6) 109.7 (49.1) 70.6 (46.0)
.6 99 (45.8) 87 (54.4) 113.9 (50.9) 82.9 (54.0)

ALBI_grade (%) 0.367 0.536
I 94 (43.5) 78 (48.8) 102.7 (45.9) 64.6 (42.1)

II-III 122 (56.5) 82 (51.2) 120.9 (54.1) 88.9 (57.9)
BCLC_stage (%) 0.451 0.51

B 85 (39.4) 56 (35.0) 82.9 (37.1) 50.9 (33.1)
C 131 (60.6) 104 (65.0) 140.7 (62.9) 102.6 (66.9)

Lymphatic_metastasis (%) 0.001 0.845
No 126 (58.3) 65 (40.6) 107.1 (47.9) 75.4 (49.1)
Yes 90 (41.7) 95 (59.4) 116.6 (52.1) 78.1 (50.9)

Extrahepatic_metastasis (%) 0.11 0.536
No 179 (82.9) 121 (75.6) 172.1 (77.0) 123.2 (80.3)
Yes 37 (17.1) 39 (24.4) 51.5 (23.0) 30.3 (19.7)

Ascites (%) 0.298 0.35
No 146 (67.6) 99 (61.9) 150.5 (67.3) 94.8 (61.8)
Yes 70 (32.4) 61 (38.1) 73.1 (32.7) 58.7 (38.2)

Cirrhosis (%) 0.433 0.47
No 46 (21.3) 28 (17.5) 40.6 (18.2) 23.4 (15.2)
Yes 170 (78.7) 132 (82.5) 183.0 (81.8) 130.1 (84.8)

PHT (%) 0.425 0.698
No 106 (49.1) 71 (44.4) 111.6 (49.9) 72.8 (47.4)
Yes 110 (50.9) 89 (55.6) 112.1 (50.1) 80.7 (52.6)

Etiology_(%) 0.113 0.378
No/other 35(16.2) 16(10) 33.64 (12) 22.18 (14.6)

HBV 181(83.8) 144(90) 190 (88) 131 (85.4)
PVTT_classification_vp (%) 0.367 0.962

No 122 (56.5) 82 (51.2) 123.2 (55.1) 85.0 (55.4)
VP1-VP4 94 (43.5) 78 (48.8) 100.5 (44.9) 68.5 (44.6)

AFP_400 (%) 0.266 0.979
,400 119 (55.1) 78 (48.8) 112.8 (50.4) 77.1 (50.3)
.=400 97 (44.9) 82 (51.2) 110.9 (49.6) 76.3 (49.7)

Number_of_tumor (%) 0.979 0.678
,=3 62 (28.7) 47 (29.4) 66.0 (29.5) 41.7 (27.2)
.3 154 (71.3) 113 (70.6) 157.6 (70.5) 111.7 (72.8)

HCC_diameter_5 (%) 0.823 0.833
,5 60 (27.8) 47 (29.4) 65.8 (29.4) 47.1 (30.7)
.=5 156 (72.2) 113 (70.6) 157.8 (70.6) 106.4 (69.3)

NLR_grade (%) 0.902 0.884
,2.81 120 (55.6) 87 (54.4) 126.0 (56.4) 85.1 (55.5)
.=2.81 96 (44.4) 73 (45.6) 97.6 (43.6) 68.4 (44.5)

PLT (%) 0.082 0.901
,150 122 (56.5) 75 (46.9) 112.7 (50.4) 76.2 (49.6)
.=150 94 (43.5) 85 (53.1) 110.9 (49.6) 77.3 (50.4)
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Association of differential expression of genes with survival and relapse in patients
treated on the BILCAP clinical trial: Gene expression identification and response to
adjuvant chemotherapy in early-stage biliary tract cancer.

Valerie Elizabeth Crolley, Rachel Guest, Andrew David Beggs, Eleanor Jaynes, Steve Thorn, Ian Tomlinson, Juan W. Valle, John Neil Primrose, John Bridgewater; UCL-
University College London (United Kingdom), London, United Kingdom; University of Edinburgh, Edinburgh, United Kingdom; Institute of Cancer & Genomic Sciences,
University of Birmingham, Birmingham, United Kingdom; University of Southampton NHS Foundation Trust, Southampton, United Kingdom; The University of Oxford,
Edinburgh, United Kingdom; University of Oxford, Oxford, United Kingdom; Cholangiocarcinoma Foundation, Herriman, UT; University Hospital Southampton NHS
Foundation Trust, Southampton, United Kingdom; University College London Cancer Institute, London, United Kingdom

Background: Adjuvant capecitabine is standard of care based on the results of the BILCAP
clinical trial, comparing adjuvant capecitabine with observation for early-stage biliary tract
cancer (BTC). Translational work on data from BILCAP aims to identify differentially expressed
genes in patients whose tumours relapsed or who died from their cancer, as there are currently
no validated biomarkers to predict the risk of relapse or death or response to adjuvant
chemotherapy in early-stage BTC. Methods: Bulk RNA sequencing (RNAseq) was performed
on archived fixed formalin samples from consented BILCAP patients. Extracted RNAseq data
was quantified using salmon, before undergoing differential gene expression (DGE) using
DESeq2 to identify differentially expressed genes in patients who died or whose tumours
relapsed, compared to those or survived or hadno relapse, accounting for batch effect, different
anatomical subtypes and adjuvant treatment. Tumour anatomical subtype was highly associ-
ated (p, 0.05) with PC2 during principal component analysis and was included as a co-variate
during analysis. Results: 200 patient samples were analysed; 104 / 200 (52%) patients received
chemotherapy while 96 had observation. 142 / 200 (71%) tumours relapsed and 142 / 200 (71%)
patients died by the time of data cut off. DGE analysis identified 146 significantly (p , 0.01)
upregulated genes in patients who died, including PRSS2, AMY2A, SPINK1, CTRC and CELA2A,
with significantly (p, 0.01) downregulated genes including HP, PHF14, FLI1, NAV3 and NOVA1.
118 genes were significantly (p , 0.01) upregulated through DGE analysis in patients died or
relapsed, including PAX5, FAM188B, NET1, DEK and WDR1 with significantly (p , 0.01) down-
regulated genes including RQCD1, CPA1, FLI1, NAV3 andNOVA1. 41 geneswere significantly (p,

0.01) upregulated in both death and relapse, including PAX5, TLK1, ALB, HEATR3 and RAB11-
FIP4. 171 genes were significantly (p , 0.01) up regulated in patients who died or had their
tumours relapse after adjuvant chemotherapy and not in patients undergoing observation,
which included THBS1, FAM65B, UBE2W, RPLP0P2 and NPM1, and 66 genes were significantly
(p , 0.01) downregulated, which included RP11-521B24.3, FLI1, CACNA1A, KCNH6 and MKKS.
Gene ontology enrichment analysis identified the upregulated genes as being associated with
cytoplasmic translation and the synthesis of both intra- and extracellular RNA and protein
complexes. Conclusions: Differential gene expression of the BILCAP cohort identified genes
associated with cancer relapse and death, including genes associated with a lack of response to
adjuvant chemotherapy. Research Sponsor: Incyte.
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Comparative analysis of stereotactic body radiotherapy (SBRT) vs. SBRT with
bridge therapies for hepatocellular carcinoma patients awaiting liver trans-
plantation: A multi-center study (2010-2020).

Teja Sureddi, Abdallah Hussein, Mahdi El Ankouni, Islam Rajab, Ameer Awashra, Nagihan Orhun, Mohamed S. Elgendy; Virtua Our Lady of Lourdes, Camden, NJ; Virtua Our
Lady of Lourdes Hospital, Camden, NJ; Corewell Health East, Dearborn, MI; St Joseph University Medical Center, Paterson, NJ; An-Najah National University, Nablus, West
Bank, Palestinian Territories (West Bank and Gaza); St.Joseph’s Regional Medical Center, Paterson, NJ; Tanta University Faculty of Medicine, Tanta, Egypt

Background: Locoregional therapies, including SBRT, are essential inmanaging hepatocellular
carcinoma (HCC) patients awaiting liver transplantation. This study evaluates outcomes of
SBRT alone versus SBRT combined with other bridge therapies over a 5-year follow-up.
Methods: Data from the TriNetX database (2010–2020) were used to compare two matched
cohorts: patients receiving SBRT alone and those receiving SBRT with additional bridge
therapies, including transarterial chemoembolization (TACE) and radiofrequency ablation
(RFA). Patients included were those meeting liver transplant criteria and classified as AJCC
Stage I or II. Results: Before matching, the cohorts included 185 patients in the SBRT Alone
group and 363 in the SBRT with Other Bridge Therapies group, with significant differences in
ethnicity (48.11% vs. 57.3%, p=0.0411) and race (40.54% unknown vs. 31.68%, p=0.0393). After
matching (153 patients per group), all variables were balanced, including age (69.4 6 8.58 vs.
69.16 8.09, p=0.9039) and ethnicity (50.98%vs. 45.75%, p=0.3601). Theoverall survival rate at
5-year follow-up was 61.53% in the SBRT alone group and 62.02% in the SBRT with other
therapies group. Therewas no significant difference between the groups (HR: 0.958, p=0.8417).
In the secondary analysis. For acute hepatic failure, the risk was 22.73% for SBRT Alone versus
25.64% for SBRTwith Other Bridge Therapies (RR: 0.886, 95%CI: 0.413–1.901, p=0.7567). The
risk of decompensated liver disease was 37.74% versus 40% (RR: 0.909, 95% CI: 0.593–1.501,
p=0.8054). Procedure-related complications occurred in 11.61% of the SBRT Alone group
compared to 12.12% in the other group (RR: 0.958, 95% CI: 0.482–1.904, p=0.9016). Portal
vein thrombosis was more frequent in the SBRT Alone group at 12% versus 7.87% (RR: 1.524,
95% CI: 0.712–3.262, p=0.2733). The risk of major adverse cardiovascular events (MACEs) was
24.75% versus 22.12% (RR: 1.158, 95% CI: 0.607–2.213, p=0.6558). Finally, kidney outcomes
(acute kidney injury, CKD, ESRD)were similar, with risks of 62.75%and63.40% (RR: 0.99, 95%
CI: 0.834–1.175, p=0.9057). These results suggest no statistically significant differences in the
risk of adverse outcomes between the two groups. Conclusions: SBRT alone and SBRT with
bridge therapies provide comparable long-term survival outcomes in HCC patients awaiting
liver transplantation, with differences in specific complications warranting further study.
Research Sponsor: None.
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Impact of radionuclide therapy on survival outcomes for de novo metastatic
gastroenteropancreatic neuroendocrine tumors: A population-based cohort study.

Zhiqiao Liu; The Affiliated Hospital of Southwest Medical University, Luzhou, Sichuan, China

Background: De novo metastatic gastroenteropancreatic neuroendocrine tumors (dmGEP-
NETs) are difficult to treat without the option of radical surgery. The aim of this study was to
investigate the survival outcomes of radionuclide therapy. Methods: Patients diagnosed with
dmGEP-NETs from the Surveillance, Epidemiology, and End Results (SEER)-17 registry da-
tabase (2000–2021) were included in this study. The impact of radionuclide therapy on overall
survival (OS) and cancer-specific survival (CSS) was assessed using univariate Kaplan-Meier
method and multivariate Cox regression analysis. Results: From 2010 to 2021, a total of 9657
patients at diagnosis yearswith dmGEP-NETswere determined from the SEERdatabase. On the
univariate analysis, patients with dmGEP-NETs who received radionuclide therapy signifi-
cantly obtained better OS (5-year rate: 55.6% vs. 37.9%; p,0.001) and CSS (5-year rate: 58.2%
vs. 44.2%; p,0.001) than patientswithout radionuclide therapy. Finally, the significant clinical
factors associated with OS and CSS were included into multivariate Cox regression analysis to
investigate the independent prognostic value of radionuclide therapy. The results showed that
radionuclide therapy was an independent prognostic factor for OS (hazard ratio [HR], 0.530;
95% confidence interval [CI], 0.348-0.808; p=0.003) and CSS (HR, 0.508; 95%CI, 0.319-0.808;
p=0.004) in patients diagnosed with dmGEP-NETs. Besides, radionuclide therapy was asso-
ciated with better OS (p,0.001) and CSS (p,0.001) compared to beam radiation. Conclusions:
Radionuclide therapy was associated with improved survival in patients with de novo meta-
static gastroenteropancreatic neuroendocrine tumors. Research Sponsor: Research Launch
Fund of Southwest Medical University Affiliated Hospital; 24092.
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A phase II study of lenvatinib plus everolimus in advanced extra-pancreatic neu-
roendocrine tumors (epNETs): Updated results and real-world comparison.

Guglielmo Vetere, Zhouxuan Li, Wei Qiao, Daniel M. Halperin, Venkateswar R. Surabhi, Nir Stanietzky, Mackenzie Phillips, Divya Sakamuri, Kaye F. Wilson, Michael Leung,
Makenna Smack, James C. Yao, Arvind Dasari; Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX;
Department of Biostatistics, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Abdominal Imaging, The University of Texas MD Anderson
Cancer Center, Houston, TX; Pharmacy Clinical Programs, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Advanced epNETs are rare malignancies with limited treatment options beyond
somatostatin analogs, peptide receptor radionuclide therapy, and Everolimus (E). Preclinical
evidence suggests that dual blockade of VEGF and FGF is an effective antiangiogenic strategy
and that concomitant inhibition of the mTOR pathway may be further synergistic. Lenvatinib
(L), a multi-target tyrosine kinase inhibitor, suppresses VEGFR, FGFR, and other angiogenic
pathways, while E targets the mTOR pathway. Their combination may synergistically impair
angiogenesis and tumor growth. Methods: This open-label, single-center, phase II study
evaluated L + E in patients (pts) with advanced, progressive, well-differentiated (a/p w-d)
epNETs. The primary endpoint was objective response rate (ORR). Secondary endpoints were
progression-free survival (PFS) and safety. Following a 2-stage design with H0: ORR, 5% and
H1: ORR $ 20%, up to 32 pts were needed for type I & II error = 10%. In a post-hoc analysis, a
real-world cohort of 2:1 matched a/p w-d epNET pts receiving E alone served as a historical
comparator. Differences in ORR were assessed using univariable and multivariable logistic
regression while those in terms of PFS were analyzed with propensity score-based inverse
probability of treatment weighting (IPTW)-adjusted Cox proportional hazards regression and
Kaplan-Meiermethod.Results: 32 ptswere enrolled. The starting dose regimenwas L 18mg+E
5 mg p.o. daily with L being reduced to 14 mg p.o. daily after the first 3 pts experienced Grade 3
adverse events (AEs). Median age was 59 years (range 33 – 76), and 59% were male. Primary
tumor sites included small bowel (59%), lung & thymus (16%), unknown (16%), and colorectal
(9%) with the majority being G2 (69%). Median number of prior therapies was 2 (range 0 – 3)
while 11 pts had carcinoid syndrome. The studymet its primary endpoint: L + E achieved anORR
of 43.8% (6.3% unconfirmed), which was significantly higher than that observed with E alone
(3.1%; OR 24.50, 95%CI 5.09– 117.94, p, 0.001). This finding was supported by themultivari-
able analysis (OR 20.43, 95% CI 3.93 – 106.13, p , 0.001). After propensity score-based IPTW
adjustment, a trend toward longer PFS favoring L + E (16.0 months [95% CI 13.0 – 23.6] vs
11.3months [95%CI 8.6– 24.3]; HR 0.88 [95%CI 0.51– 1.52], p = 0.647)was observed. On trial,
23 Grade 3 AEs (11 after L dose reduction) were noted with elevated LFTs (8), hypertension (6)
and thrombocytopenia (4) being the most frequent while one Grade 4 AE (hypertriglyceride-
mia)was reported. Conclusions: L + E demonstratedmarkedly superior ORR and a trend toward
prolonged PFS compared to E alone with a manageable safety profile. These findings highlight
its potential as a therapeutic option for a/p w-d epNETs and warrant further investigation in
randomized trials. Clinical trial information: NCT03950609. Research Sponsor: MD Anderson
Cancer Center; Jack T. and Lillian S. Clift Fellowship; Eisai Co., Ltd.
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Landscape of functional DLL3 expression in gastroenteropancreatic neuroendo-
crine neoplasms (GEP NENs).

Rohit Thummalapalli, Zeynep Tarcan, Courtney Porfido, Irina Linkov, Umesh Bhanot, Alissa Jamie Cooper, Salomon Tendler, James J. Harding, Natasha Rekhtman,
Charles M Rudin, Yelena Y. Janjigian, Heiko Schöder, Jinru Shia, Olca Basturk, Nitya Prabhakar Raj, Jason S Lewis, Lisa Bodei, Mark Dunphy, Diane Lauren Reidy; Memorial
Sloan Kettering Cancer Center, New York, NY; Department of Thoracic Oncology, Memorial Sloan Kettering Cancer Center, New York, NY; Gastrointestinal Oncology Service,
Memorial Sloan Kettering Cancer Center, New York, NY

Background: Delta-like ligand 3 (DLL3) is an emerging target in multiple neuroendocrine
cancers including small cell lung cancer but remains underexplored in GEP NENs. With the
ongoing development of multiple classes of therapeutics against DLL3, there is a need to
understand the landscape of functional DLL3 expression in GEP NENs. Methods: DLL3 immu-
nohistochemistry (IHC) was completed on available tumor samples from patients (pts) with
GEP poorly differentiated neuroendocrine carcinomas (GEP NECs) and grade 3 well differen-
tiated pancreaticNETs (G3WDPanNETs) treated between2018-2024 and a tissuemicroarray of
resected G1-G2WDPanNETs (185 samples total). DLL3 positivity (+) was defined as$ 5%weak
(1+) IHC staining. H-scores were calculated by combining % of + tumor cells and degree of
staining (1, 2, 3+), ranging from0-300. Correlations betweenDLL3 status and clinicopathologic
features and outcomes were analyzed. Among selected pts with DLL3 IHC+ GEP NENs, DLL3
immunoPET imaging using the diagnostic tracer [89Zr]Zr-DFO-SC16.56 was completed to
evaluate functional expression. Results: Among GEP NECs overall, 50/69 were DLL3+ (72%;
median H-score 50, interquartile range [IQR] 0-160, range 0-300), including 13/16 esoph-
agogastric (median 45), 11/13 pancreatic (median 60), 7/11 hepatobiliary (median 120), 16/26
colorectal (median 32.5), and 3/3 NECs of other/unknown origin (median 60), with DLL3
expression higher in small cell vs large cell histology (median 120 vs 15, P = 0.011). Among
GEP NECs, there was no association between DLL3+ and individual genomic alterations, PFS to
1L platinum-based therapy (median 4.6 mo vs 4.7 mo in DLL3-negative [-], P = 0.435), or OS
from diagnosis of advanced disease (median 15.5 vs 12.2 mo in DLL3-, P = 0.629). Among WD
PanNETs, DLL3 expression was detected in 3/46 (7%) G1, 1/23 (4%) G2, and 19/47 (40%) G3
tumors, with median Ki67 higher among DLL3+ vs DLL3- tumors overall (42% vs 6%, P ,

0.001) andwithin G3WDPanNETs alone (48%vs 30%, P = 0.009). Among pts with advanced G3
WD PanNETs, DLL3+ was associated with shorter OS from diagnosis of advanced G3 disease
(median OS 23.1 mo vs 43.9 mo in DLL3-, P = 0.012). [89Zr]Zr-DFO-SC16.56 DLL3 PET imaging
was completed on5ptswithDLL3 IHC+GEPNENs at progression on standard systemic therapy.
Notably, a pt with pancreatic NEC and liver metastases (DLL3 IHC H-score 60) demonstrated
high tumoral tracer uptake (SUVmax 36.7) with 95% of tumor lesions demonstrating DLL3 PET
avidity. Among 4 pts with DLL3 IHC+ G3 WD PanNETs, DLL3 PET was positive in 3/4, with
SUVmax ranging from 14.4-27.5 and % of DLL3 PET+ tumor lesions ranging from 50-100%.
Conclusions: DLL3 is expressed on a majority of GEP NECs and on a minority of well differ-
entiated PanNETs marked by high grade disease and poor clinical outcomes. Functional DLL3
PET imaging highly suggestsDLL3 as a promising therapeutic target in bothGEPNECs andhigh
grade WD PanNETs. Research Sponsor: Memorial Sloan Kettering Cancer Center.
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Surgical debulking versus non-surgical management for the control of carcinoid
syndrome in metastatic small bowel neuroendocrine tumors.

Rushabh Gujarathi, Joseph Tobias, Theodoros Michelakos, Xavier Keutgen, Chih-Yi Liao; Department of Medicine, Section of Hematology and Oncology, University of
Chicago, Chicago, IL; Division of Endocrine Surgery, University of Chicago, Chicago, IL

Background: Somatostatin analogues (SSAs) are first-line systemic therapeutics for tumor-
and symptoms control in well-differentiated small bowel neuroendocrine tumors (SBNETs)
with liver metastases. Surgical debulking of neuroendocrine tumor liver metastases (NETLMs)
has historically been associated with symptom control in patients with carcinoid symptoms.
Herein, we compare clinical outcomes in patients withmetastatic SBNETs treatedwith surgical
debulking for NETLMs to SSA alone or in combination with non-surgical liver directed
therapies (LDTs) i.e. bland embolization or radioembolization. Methods: Patients with
serotonin-producing SBNETs andNETLMswith documented symptoms of carcinoid syndrome
were included in this retrospective chart review. Primary outcomewas symptom-free-interval
(SFI), defined as the time fromstart of treatment until return/worsening of symptoms. Patients
were censored for SFI if a new line of tumor-directed therapy was initiated for radiographic
disease progression in the absence of return/worsening of symptoms. Time to event outcomes
were analyzed using Kaplan-Meier estimations, log-rank test, and Cox proportional hazards
regression model. Medians were compared using the Mann–Whitney U test. Results: Between
2018 – 2024, 64 consecutive patients with carcinoid symptoms were included for analysis. 42
patients (65.6%) underwent surgical debulking (SDB) of NETLMs and 22 patients were treated
with SSA alone (n = 14) or SSA plus LDT (n = 8). The proportion of patients reporting symptom
improvement was not significantly different between the SDB and non-surgical (NS; SSA +
LDT) groups (SDB = 38, 90.5% vs. NS = 19, 86.4%; p = 0.68). Among those with symptom
improvement (n = 57), SFI was significantly longer in the SDB group (median SFI; SDB =
28.2months [m] vs. NS = 15.9m; p = 0.004). Radiographic PFS was also significantly prolonged
in the SDBgroup (SDB=26.1mvs. NS= 12m;HR, 0.53; 95%CI, 0.29–0.95; p =0.03).Within the
SDBgroup, therewas no significant difference in SFI between patientswho continued to receive
SSApost-op (n=23) and those inwhomSSAwasdiscontinued (n= 19) post-op (28mvs. 30.6m;
p = 0.85). Post-treatment median nadir serotonin was significantly lower in the SDB group
(total N = 41 [SDB = 31 + NS = 10]; SDB = 299 ng/mL vs. NS = 947.5 ng/mL; p , 0.001). Median
percentage decrease (frompre-treatment to nadir values) in serum serotoninwas higher in the
SDB groupwith the difference approaching significance (total N = 30 [SDB = 22 +NS = 8]; SDB =
80.9% vs. NS = 51.5%; p = 0.06). Conclusions: Despite the frequent use of SSAs, surgical
debulking of NETLMs in patients with carcinoid symptoms remains superior for symptom
control and should therefore be considered in these patients. Research Sponsor: None.
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TROP2 expression in the gastroenteropancreatic neuroendocrine tumors: An
analysis of 179 patients.

Junaid Arshad, Fathi Elloumi, Daiki Taniyama, William C. Reinhold, Yves Pommier, James R. Howe, Jaydira Del Rivero; The University of Arizona Cancer Center, Tuscon, AZ;
National Cancer Institute, Bethesda, MD; National Institute of Dental and Craniofacial Research, Bethesda, MD; University of Iowa Carver College of Medicine, Iowa City, IA;
National Cancer Institute, National Institutes of Health, Bethesda, MD

Background: Trophoblast cell-surface antigen 2 (TROP2) is a transmembrane glycoprotein
that exhibits overexpression in various gastrointestinal (GI) malignancies, including colorec-
tal, gastric, pancreatic, and esophageal cancers. This overexpression has been correlated with
increased tumor aggressiveness, enhanced proliferation, and unfavorable prognostic out-
comes. TROP2 serves as a predictive and prognostic biomarker in several GI cancers, guiding
targeted therapy and correlating with overall survival. However, there exists a notable absence
of dedicated studies investigating TROP2 expression specifically in gastroenteropancreatic
neuroendocrine tumors (GEP-NETs) highlighting an unmet need. This report presents the first
and most extensive prospective study examining TROP2 overexpression in GEP-NETs.
Methods: We utilized transcriptomic and clinical data derived from the National Cancer In-
stitute’s (NCI) GEP-NET project, which originates from a prospective study approved protocol
(NCT05237934). For data analysis, we implemented the RNA-sequencing pipeline developed by
the NCI Cancer Center Bioinformatics Resource (https://github.com/skchronicles/RNA-seek.-
git) along with STAR version 2.7.11b for aligning sequencing reads to the hg38 reference
genome. To accommodate the variations introduced by different library preparation method-
ologies (including polyA, total RNA, FFPE, and access), we employed the "RemoveBatchEffect"
function from the Limma package, while also accounting for disease-specific variations.
Results: Our analysis included a total of 179 GEP-NET samples, comprised of 106 small bowel
neuroendocrine tumors (NETs) and 73 pancreatic neuroendocrine tumors (pNETs). There were
54 females and 52 males in the small bowel cohort, and 37 females and 36 males in the
pancreatic cohort. Notably, TROP2 expression was observed in 50% of pancreatic samples and
30% of small bowel NET samples. Furthermore, TROP2 expression appeared to correlate with
decreased survival in pNETs (p=0.022), whereas its expression in small bowel NETs may
suggest improved patient outcomes, although this latter correlation did not achieve statistical
significance (p=0.37). Further analyses are pending study completion and will be presented
later.Conclusions:This studyhighlights the critical role ofTROP2overexpression inGEP-NETs
and its importance for patient prognosis. TROP2 overexpression correlates with decreased
survival outcomes in pNETs relative to small bowel NETs. Additionally, the identification of
TROP2 as a prognostic and predictive biomarker presents opportunities for future research
focused on therapeutic targeting. Additional studiesmay be needed for further validation as we
finalize the current research. Research Sponsor: None.
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Development of a cfDNA-based protein-informed epigenetic signature (PEp-sig) to
enable biomarker-based risk stratification for pancreatic ductal adenocarcinoma
(PDA).

Ashish Manne, Lianbo Yu, Adam Khorasanchi, Timothy M. Pawlik, Jordan M. Cloyd, Ravi Kumar Paluri, Kannan Thanikachalam, Anup Kasi, Ashwini K. Esnakula,
Anne M. Noonan, Arjun Mittra, Ning Jin, Shafia Rahman, John L. Hays, Susan Tsai, Sravan Jeepalyam, Deepak Sherpally, Wancai Yang; The Ohio State University
Comprehensive Cancer Center, Columbus, OH; The Ohio State University Comprehensive Cancer Center, Department of Biomedical Informatics, Columbus, OH; Division of
Medical Oncology, The Ohio State University Comprehensive Cancer Center – James Cancer Hospital and Solove Research Institute, Columbus, OH; The Ohio State
University Wexner Medical Center, Columbus, OH; Division of Surgical Oncology, Department of Surgery, The Ohio State University, Columbus, OH; Department of
Hematology and Oncology, Wake Forest School of Medicine, Winston-Salem, NC; Roswell Park Comprehensive Cancer Center, Buffalo, NY; University of Kansas Cancer
Center, Fairway, KS; The Ohio State University, Columbus, OH; James Cancer Hospital and Solove Research Institute, Columbus, OH; The Ohio State University Wexner
Medical Center and James Cancer Hospital, Columbus, OH; Stormont Vail Health, Topeka, KS; Metropolitan Hospital Center, New York, NY

Background: Novel blood-based biomarkers are needed for early risk stratification and per-
sonalized therapies for patients with PDA. An evidence-based 99-gene panel was developed
focusing on genes whose protein products are implicated in PDA drug response. We hypoth-
esized that methylation levels in these genes could serve as surrogates for their corresponding
protein activity, enabling the prediction of treatment-related outcomes in PDA patients. Using
this panel, we developed a cell-free DNA (cfDNA)-based PEp-sig for risk stratification of
patients with PDA. Methods: Targeted enzymatic methylation sequencing was performed on
plasma samples from PDA patients (01/2010–05/2022) receiving chemotherapy from the Ohio
State University biorepository. Gene methylation levels were analyzed for associations with
overall survival (OS) usingunivariate andmultivariate Cox regressionmodels. Significant genes
and covariates such as first chemotherapy (FLC)- FOLFIRINOX (FFX) vs. gemcitabine (G)/nab-
paclitaxel (NP) vs. other (Ot), and stage at diagnosis (StD) – early-stage (ES) that includes
resectable and borderline resectable PDA vs. locally advanced (LA) and metastatic (Met)) were
identified through backward selection. Risk scores from multivariate models were dichoto-
mized at themedian, stratifying patients intoHigh (Hg) and low-risk groups (Lg),with survival
differences assessed by Kaplan-Meier and log-rank tests. Results: The study cohort (SC)
included 51 PDA patients (StD: 22 ES, 15 LA, and 14 Met). Among the ES cases, 3 progressed
to Met after neoadjuvant therapy (NAT); in the LA sub-group, 2 proceeded to surgery post-
chemotherapy. Ultimately, 21 patients had resection (Rs), while 30 underwent palliative
therapy (PT), with FLC distribution as follows: PT group – 12 FFX, 16 G/NP, and 2 Ot; Rs
group, NAT—9 FFX, 1 G/NP, and 1 Ot; adjuvant therapy after upfront surgery (UpS)—5 FFX, 2
G/NP, 3 Ot. Two 15-gene PEp-sigwere developed: one for the SC and another for the PT group. A
significant overlap (11/15) of genes was observed between the two PEp-sigs. These genes are
linked to the response toG,NP, irinotecan, and platinums. The performance of PEp-sigmodels,
with and without FLC and StD adjustments, is summarized below. Conclusions: In this proof-
of-concept study, we present a cfDNA-based PEp-sig that effectively stratifies PDA patients by
survival risk. Notably, it operates independently of FLC and StD within the PT group. Ongoing
efforts aim to develop treatment selection algorithms based on these findings. Research
Sponsor: None.

Models tested SC PT-group

Hg vs. Lg
OS (in months)

Hazard
Ratio (HR) p-value

Hg vs. Lg
OS (in months) HR p-value

PEp-sig alone 10.75 vs. 33 8.7
,0.001 5.3 vs. 16.83 9.2 ,0.001PEp-sig + FLC* 10.62 vs. 33 8.1

PEp-sig + StD* 8.4 vs. 33 16.9 8

*FLC and StD significantly impacted OS in SC but not in PT.

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY



4150 Poster Session

Development of a comprehensive cfDNA methylation signature for prognostic,
predictive, and diagnostic applications in pancreatic ductal adenocarcinoma (PDA).

Deepak Sherpally, Kannan Thanikachalam, Davendra Sohal, Lianbo Yu, Wancai Yang, Ashish Manne; Metropolitan Hospital Center, New York, NY; Roswell Park
Comprehensive Cancer Center, Buffalo, NY; Division of Hematology/Oncology, University of Cincinnati Cancer Center, Cincinnati, OH; The Ohio State University, Columbus,
OH; The Ohio State University Comprehensive Cancer Center, Columbus, OH

Background: Blood-based biomarkers are promising for predicting outcomes in pancreatic
ductal adenocarcinoma (PDA) and could pave the way for developing multi-omic prognostic
tools. We previously identified a 15-gene cell-free DNA (cfDNA) methylation signature target-
ing treatment response (TRg). To enhance its utility, we incorporated additional genes with
established prognostic (Prg) and diagnostic (Dxg) value from the literature, creating a com-
posite panel. This study aimed to develop a comprehensive cfDNA methylation signature with
predictive, prognostic, and diagnostic value.Methods: Enzymatic methylation sequencing was
performed on plasma samples collected between January 2010 andMay 2022 fromPDApatients
undergoing chemotherapy at The Ohio State University. A 206-gene panel (TRg + Prg + Dxg)
was analyzed, with methylation levels correlated to overall survival (OS) using univariate and
multivariate (MV) Cox regression models. Backward selection identified significant genes, and
MVmodels adjusted for clinical covariates. Patientswere stratified intohigh-risk (Hg) and low-
risk (Lg) groups based on median risk scores. Results: Our study cohort had 51 PDA patients,
with a median age of 65 (range: 34 -80), 53% females, and 86% Caucasian (12% African-
American and 2% others). Stage at diagnosis (Dx-S) distribution: 15 locally advanced (LA), 14
metastatic (Mets), and 22 resectable/borderline resectable (R/BR). 12 patients in BR/R received
neoadjuvant therapy (NT) while the rest had upfront surgery (UpS) followed by adjuvant
therapy (AT). Ultimately, 21 had resection, and 30 got palliative therapy. First-line chemo-
therapy (FL) patients received is, 36 FOLFIRINOX (12 PT, 9 NT, and 5 AT), 19 gemcitabine
(Gem)/nab-paclitaxel (NP) (16 PT, 1 NT, and 2 AT), and 6Others. A 25-gene cfDNAmethylation
signature (15 TRg, 10 Prg, and 1 Dxg) stratified patients into Hg and Lg groups. OS was
significantly longer in Lg compared to Hg across all models. Conclusions: The study success-
fully developed a comprehensive 25-gene cfDNA methylation signature combining predictive,
prognostic, and diagnostic markers for PDA. This signature effectively stratifies patients into
Hg and Lg, demonstrating significant differences in OS across various clinical models. The
results highlight the potential utility of cfDNA methylation as a multi-omic tool to enhance
personalized treatment strategies and improve patient outcomes in PDA. Further validation in
larger cohorts is warranted to confirm its clinical applicability. Research Sponsor: None.

Models tested
OS*

Hg vs. Lg Hazard ratio

Signature-alone 7.58 vs. 33 13.5
Plus, FL 8.98 vs. 33 13.2
Plus, FL, Surgery (NAT vs. UpS vs. PT) 7.58 vs. 33 17.3
Plus, Dx-S 7.58 vs. 33 14.4

*In months.
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DNA methylation signatures as predictive biomarkers for chemotherapy (CT) re-
sistance and survival in pancreatic ductal adenocarcinoma (PDA).

Deepak Sherpally, Surya Pratik Nuguru, Kannan Thanikachalam, Ashwini K. Esnakula, Sravan Jeepalyam, Ashish Manne; Metropolitan Hospital Center, New York, NY;
Shasta Regional Medical Center, Redding, CA; Roswell Park Comprehensive Cancer Center, Buffalo, NY; The Ohio State University, Columbus, OH; Stormont Vail Health,
Topeka, KS; The Ohio State University Comprehensive Cancer Center, Columbus, OH

Background: Predicting innate treatment resistance to traditional CT in PDA can optimize
therapeutic strategies and improve patient outcomes. This study investigates methylation
changes in genes encoding proteins implicated in preclinical models (PDA cell lines or mouse
models) influencing drugs commonly used to treat PDA, including 5-fluorouracil (5FU),
oxaliplatin, irinotecan, gemcitabine (Gem), nanoliposomal irinotecan, and nab-paclitaxel.
Using a comprehensive literature review (1970–2024), we curated a panel of relevant genes
and analyzed their methylation patterns in The Cancer Genome Atlas (TCGA) database. We
hypothesized that DNA methylation changes affect gene expression and protein production,
contributing to chemotherapy resistance. Methods: PDA patient methylation data were
accessed from the TCGA database. Survival analyses were performed using elastic net multi-
variate regression to identify significant methylation signatures, followed by Kaplan-Meier
analysis. Model parameters, including alpha (a) and lambda (l), were optimized through 100
iterations to minimize error. Our curated panel consisted of 138 genes, predominantly Gem-
specific or Gem + 5FU (n = 93). Results: The TCGA database provided methylation data for 184
PDA patients (106 had Gem or Gem-based therapy), with 133/138 genes in our analysis. Our
analysis identified 23 cytosines followed by guanine residue (CpG) methylation signatures
within the panel, ranging from 1 to 23 CpG sites. The best-performing signature, containing 21
CpG sites, stratified patients into significantly different survival groups (17months (m) vs. not
evaluable, p = 0.004). The second-best signature, with 8 CpG sites, stratified survival as 17m vs.
66.94m (p = 0.03). Interestingly, signatures with the most (n = 23) and least (n = 1) CpG sites
also demonstrated strong stratification, with survival differences of 15.15m vs. 30.02m (p =
0.01) and 18.67m vs. 44.38m (p = 0.01), respectively. Many signatures included multiple CpG
sites from single genes. A Gem or Gem + 5FU-specific panel (n = 93) applied to patients treated
with Gem-based therapy identified an 8-CpG signature distinguishing high-risk patients
(20.84m vs. 49.38m, p = 0.02). Conclusions: This study highlights the potential of CpG
methylation signatures to predict treatment outcomes in PDA. These findings may guide the
identification of high-risk patients and the optimization of CT regimens for improved survival.
The identification ofmethylation signatures associatedwith genes implicated in chemotherapy
resistance provides valuable insights into the underlying mechanisms of innate treatment
resistance in PDA. Further validation of these methylation signatures could contribute to more
effective and targeted therapeutic approaches in clinical practice. Research Sponsor: None.
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A phase I trial of binimetinib plus hydroxychloroquine in patients with previously
treated metastatic pancreatic cancer.

S. Daniel Haldar, Fen Saj, So Jung Hong, Rishi Surana, J. Jack Lee, Brandon George Smaglo, Dan Zhao, Huili Zhu, Ryan W. Huey, Jason Willis, Maria Pia Morelli,
Michael J. Overman, Florencia McAllister, Robert A. Wolff, Anirban Maitra, David R. Fogelman, Channing J. Der, Shubham Pant; The University of Texas MD Anderson
Cancer Center, Houston, TX; Dana-Farber Cancer Institute, Boston, MA; Department of Biostatistics, The University of Texas MD Anderson Cancer Center, Houston, TX;
Cancer NW Clin & Acad Dev, The University of Texas MD Anderson Cancer Center, Houston, TX; Merck & Co., Inc., Rahway, NJ; Lineberger Comprehensive Cancer Center,
The University of North Carolina at Chapel Hill, Chapel Hill, NC

Background: Combined MEK and autophagy inhibition exerts synergistic antitumor activity in
preclinical models of RAS-mutant cancers. We hypothesized that blockade of autophagy with
hydroxychloroquine (HCQ) can overcome therapeutic resistance to MEK inhibition with bini-
metinib (bini) and lead to clinical benefit in patients (pts) with previously treated, KRAS-
mutant metastatic pancreatic ductal adenocarcinoma (PDAC). Methods: This is an
investigator-led, single-arm, open-label, phase I dose escalation/expansion study of bini +
HCQ in metastatic PDAC pts. Key eligibility criteria: ECOG 0-1, adequate organ function, . 1
prior line of therapy for metastatic disease, and presence of KRAS mutation. Dose escalation
followed a Bayesian optimal interval (BOIN) design. Dose level (DL) 1: bini 45mg +HCQ 600mg
p.o. bid; DL -1: bini 45 mg + HCQ 400mg p.o. bid; DL -2: bini 30 mg + HCQ 400mg p.o. bid; DL
-1.5: bini 30 mg + HCQ 600 mg p.o. bid. Primary endpoint was the maximum tolerated dose
(MTD) of bini + HCQ. Secondary endpoints included objective response rate (ORR), disease
control rate (DCR), progression-free survival (PFS), and overall survival (OS). Results: From
December 2019 to August 2024, a total of 34 pts were enrolled in dose escalation (n = 17) and
dose expansion (n = 17). Median age was 65 yrs (range: 45-79) with 56% females. Median prior
lines of therapy was 2 (range: 1-4). The most prevalent KRAS mutation subtypes were G12D
(35%),G12V (32%), andG12R (29%). Twodose-limiting toxicities (DLTs) occurred in 2 out 3pts
treated atDL 1: grade 3CPKelevationwith renal impairment (bini) andgrade 3QTcprolongation
(HCQ). The most frequent non-hematologic AEs were rash (71%), diarrhea (71%), nausea
(67%), elevated AST (67%), and elevated CPK (61%). Following dose de-escalation due to poor
tolerance, the MTD was deemed to be bini 30 mg + HCQ 600 mg p.o. bid and used for dose
expansion. Overall, out of 31 response-evaluable pts, 2 pts achieved a partial response (lasting
6.9 and 4.7 mos, both at DL -1.5) and 9 pts achieved stable disease (3 pts at DL -1, 6 pts at DL
-1.5), consistent with ORR 6.5% and DCR 35.5%, respectively. At median follow-up of 19 mos,
median PFS was 1.9 mos and median OS was 5.3 mos. Conclusions: Bini + HCQ demonstrated a
challenging toxicity profile and limited clinical activity in a heavily pretreated cohort of
metastatic PDAC pts. Minimal efficacy was observed in this treatment-refractory population;
however, dual MEK and autophagy inhibition may warrant further study in earlier-line
settings, potentially with more tolerable drug candidates and guided by biomarker selection.
Clinical trial information: NCT04132505. Research Sponsor: None.
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Pancreatic adenosquamous carcinoma (PASC): A comparative genomic landscape
study.

S. Daniel Haldar, Fen Saj, Dean Pavlick, Ryon P. Graf, Julia Quintanilha, Gerald Li, Jerry W. Mitchell, Jeffrey S. Ross, Anirban Maitra, Milind M. Javle, Shubham Pant; The
University of Texas MD Anderson Cancer Center, Houston, TX; Foundation Medicine, Inc., Cambridge, MA; Foundation Medicine, Inc., Boston, MA; Upstate Medical
University, Syracuse, NY

Background: PASC accounts for 1-4% of primary exocrine pancreatic malignancies and is
associated with more aggressive disease biology and worse clinical outcomes compared to
conventional pancreatic ductal adenocarcinoma (PDAC). Despite its aggressive nature, PASC
lacks targeted treatment choices and is frequently excluded from clinical trials, underscoring a
key unmet need. Here, we performed a comparative analysis of the genomic landscapes of PASC
versus PDAC using the FoundationOne database to identify distinct molecular drivers and
potential therapeutic targets. Methods: Comprehensive genomic profiling using hybrid
capture-based next-generation sequencing (NGS) was performed on 244 PASC and 29,021
PDAC tumors to identify genomic alterations (GAs). All patients (pts) had clinically advanced
disease, predominantly stage IV, at the time of profiling. Genomic ancestry, MSI status, tumor
mutational burden (TMB), homologous recombination deficiency signature (HRDsig) and
cosmic trinucleotide signaturewere assessed. PD-L1 expressionwas quantified using the tumor
proportion score (TPS) via theDako 22C3 immunohistochemistry assay. Statistical analysiswas
performed using Fisher’s exact test, with false discovery rate (FDR) correction applied through
the Benjamini-Hochbergmethod.Results: PASC harbored amedian of 6 GAs per tumor (range:
1-23) with a similar genomic ancestry profile compared to PDAC. Of note, PASC featured a
higher frequency of cases with MSI-high status (2.1% vs 0.5%; p = .027) and TMB . 10
mutations/Mb (3.7% vs 1.3%; p = .013). Additionally, PD-L1 expression (TPS . 1%) was
significantly more common in PASC compared to PDAC (66.7% vs 37.0%; p , .0001). The
frequency of KRAS mutations and HRDsig positivity was similar between the two subtypes.
Disease-associated GAs more frequent in PASC than PDAC included mutations in CDKN2A
(77.0% vs 56.6%; p , .0001), KMT2D (8.2% vs 3.2%; p , .0001), TP53 (89.3% vs 78.0%; p ,

.0001), andMTAP loss (33.3% vs 23.8%; p = .002). Conclusions: PASC exhibits a genomic profile
with molecular features that are both shared and distinct compared to PDAC. Given the similar
frequency of KRAS mutations, PASC pts should be included in clinical trials of emerging RAS-
targeted therapies. Furthermore, immunotherapy-based strategies (↑MSI-high, TMB, andPD-
L1) and PRMT5/MAT2A inhibitors (↑MTAP loss) warrant consideration in this rare and under-
studied disease subtype. Research Sponsor: None.

PDAC (n=29,021) PASC (n=244) P-value

Median GAs/tumor (range) (IQR) 5 (0-61) (3-6) 6 (1-23) (4-8) ,.0001
MSI-high 0.5% 2.1% .027
TMB > 10 muts/Mb 1.3% 3.7% .013
PD-L1 TPS > 1% 37.0% 66.7% ,.0001
HRDsig+ 4.6% 3.1% NS
CDKN2A 56.6% 77.0% ,.0001
KRAS 92.8% 95.5% NS
MTAP loss 23.8% 33.2% .002
TP53 78.0% 89.3% ,.0001
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Unveiling the differences in tumor immune microenvironment between KRAS-
wildtype and KRAS-mutant pancreatic ductal adenocarcinoma.

Heidi C. Ko, Sarabjot Pabla, Michelle Green, Maria-Fernanda Senosain, Hardik Parikh, Erik Van Roey, Shuang Gao, Yamuna Pulivendula, Paul DePietro,
Stuti Kaushalkumar Patel, Kyle C. Strickland, Rebecca A. Previs, Erin Newburn, Kamal S. Saini, Alicia Dillard, Eric Severson, Brian Caveney, Taylor J. Jensen,
Shakti Ramkissoon, R.J. Seager; Labcorp, Durham, NC; Labcorp, Buffalo, NY; LabCorp, Burlington, NC; Labcorp Oncology, Durham, NC; Labcorp, Duke University Medical
Center, Duke Cancer Institute, Durham, NC; Fortrea Inc., Durham, NC; Labcorp, Burlington, NC; Labcorp, Wake Forest Comprehensive Cancer Center, Wake Forest School of
Medicine, Durham, NC

Background: Pancreatic ductal adenocarcinoma (PDAC) is a highly aggressive cancer with a
dismal prognosis despite advances in treatment. PDAC is characterized by a dense stromal
environment with suppressed anti-tumor immunity that contributes to treatment resistance.
Oncogenic KRAS mutations are present in . 90% of PDACs and are known to play a role in
modulating the tumor immune microenvironment (TME). In this study, we examined the
differences in TME components between KRAS-mutant (m) and KRAS-wildtype (wt) PDACs.
Methods: Comprehensive genomic and immune profiling (CGIP), including the RNA-seq based
gene expression assessment of 395 immune-associated genes, was performed on 311 PDAC
patient samples. Gene expression signatures of tumor immunogenicity (TIGS) and cell pro-
liferation were calculated by averaging the gene expression ranks of 161 immune-associated
genes and 10 proliferation genes, respectively. The normalized gene expression rank of 22
immune checkpoint genes and 17 cancer testis antigen (CTA) genes were also calculated. DNA-
seq was used to identify KRAS mutations and to calculated tumor mutational burden (TMB).
Continuous variables were compared between subgroups using the Wilcoxon Rank-Sum test
and categorical variables were compared between groups using the Chi Squared test. For
statistical significance, p , 0.05 was required. Results: The cohort consisted of 311 PDAC
patient samples, comprising 159 females (51.1%) and 152 males (48.9%) with a median age
at testing of 69.3 years (38.7-92.6). A total of 264 specimens (84.9%) exhibited a KRAS
mutation, with the most common being G12D and G12V while 47 (15.1%) had KRAS-wt tumors.
No difference in TIGS, CP, or TMBwas observed between KRAS-wt and KRAS-m tumors. KRAS-
wt tumors exhibited greater expression of 12 of 17 tested CTAs than KRAS-m tumors, including
GAGE13 (p = 0.004) NY-ESO-1 (p = 0.01), MAGEA3 (p = 0.01), and LAGE1A (p = 0.01). Analysis of
the gene expression of 22 immune checkpoint genes showed no difference for most of the
genes, though therewas higher expression of PD-1 (p = 0.04) and CD27 (p = 0.03) seen inKRAS-
wt compared to KRAS-m tumors. Conclusions: KRAS-wt PDACs exhibited greater expression of
cancer testis antigen genes compared to KRAS-m tumors, suggesting potential therapeutic
susceptibility to immunotherapy and adoptive cell therapies leveraging the expression of CTAs
as targets. Assessment of KRAS status and immunotherapy susceptibility may support future
clinical trial selections for therapies targeting the complex interplay of genomic and immune
components of pancreatic cancer. Research Sponsor: None.
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Functional role of GLI2 in cancer-associated fibroblasts for modulation of the fi-
brotic tumor microenvironment within pancreatic cancer.

John Y. Kwon, Renzo Vera, Maite G. Fernadez-Barrena, Jose M. Falero, Roberto G. Chaparro, Matthew D. Ross, Merih Deniz Toruner, Murat Toruner, Ezequiel Tolosa,
Luciana Almada, Huocong Huang, Rolf A. Brekken, Martin E Fernandez-Zapico; Mayo Clinic Rochester, Rochester, MN; Mayo Clinic, Rochester, MN; Universidad de Navarra,
Navarra, Spain; University of Texas at El Paso, El Paso, TX; Brown University, Providence, RI; UT Southwestern Medical Center, Dallas, TX

Background: The tumor microenvironment (TME) that surrounds pancreatic ductal adeno-
carcinoma (PDAC) is a multi-faceted and dynamic ecosystem in which stromal fibroblasts
communicate with cancer cells to mediate tumor growth, metastasis, and chemotherapy
resistance. It is well recognized that both cancer-associated fibroblasts (CAFs) and its non-
cellular, fibrotic components within the TME can foster a protumorigenic environment for
PDAC. However, we still lack a comprehensive understanding of the precise mechanisms in
which this dense, fibrotic matrix can help drive malignant behaviors. Here, we reveal a novel
mechanism in which the zinc-finger transcription factor GLI2 regulates type 1 collagen
expression within CAFs and how the soluble variant of this collagen promotes irinotecan
chemoresistance. Methods: We leveraged transcriptomic data from The Cancer Genome Atlas,
International Cancer Genome Consortium, and Clinical Proteomic Tumor Analysis Consortium
to evaluate GLI2 expression and stromal content of human PDAC tumors through bulk RNA-
sequencing deconvolution. Using single-nucleus RNA sequencing of human PDAC tumors, we
validated the association of GLI2 expression and stromal matrix constituents in CAFs. Chro-
matin immunoprecipitation assays in human CAFs confirmed GLI2 binding at the COL1A1
promoter. Through RNAi-based inactivation of GLI2, we determined how loss of GLI2 impacts
regulation of type 1 collagen. Additionally,we conductedMTTassays to assess tumor viability in
response to irinotecan treatment. Results: Transcriptomic analysis revealed that GLI2 is highly
enriched in CAFs and strongly correlated with stromal fibrosis compared to other non-tumor
cell constituents within the TME. We have shown that GLI2 directly binds to the promoter of
COL1A1, a key component of type 1 collagen, in CAFs and regulates its transcription in amanner
dependent on TGFb1 signaling. Interestingly, PDAC tumors exposed to type 1 collagen show
increased expression of pro-tumorigenic pathways involved in inflammation, EGR signaling,
cytokine-receptor interactions, and irinotecan resistance. We further validate that human
PDAC cells pre-treated with collagen can confer chemoresistance to irinotecan with viability
assays.Conclusions:Taken together, our study demonstrates a novelmechanism inwhichGLI2
regulates the secretion of collagen within CAFs, which in turn can enable PDAC to acquire
resistance to standard-of-care treatments. These findings highlight not only the oncogenic
functions for CAFs and their fibrotic secretome, but also opennewavenues inwhich therapeutic
targetingof theTMEmayprovide clinical benefit for PDACpatients. ResearchSponsor:National
Cancer Institute/U.S. National Institutes of Health.
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Use of an ultra-sensitive sequencing platform to detect mutant KRAS in the whole
blood of pancreatic cancer patients.

Ryne Ramaker, John H. Strickler, James L. Abbruzzese, Christopher Counter; Duke Cancer Institute, Duke University, Durham, NC; Duke Cancer Institute, Durham, NC; Duke
University, Department of Pharmacology and Cancer Biology, Durham, NC

Background: Pancreatic Ductal Adenocarcinoma (PDAC) is a leading cause of cancer death and
mortality is increasing. A contributor to poor outcomes is the absence of non-
invasivebiomarkers for disease screening, treatment monitoring, and identification of ther-
apeutic targets. Blood-based profiling of circulating tumorDNA (ctDNA) usingNextGeneration
Sequencing (NGS) has addressed these needs in several cancer types, but available commercial
ctDNA assays are not as effective in PDAC. To address this unmet clinical need, we developed an
ultra-sensitive sequencing assay to detect mutant KRAS in the whole blood of PDAC patients.
Methods:We adapted the bacterialMaximumDepth Sequencing (MDS) assay for Humanwhole
blood MDS (hMDS) to improve upon the sensitivity of NGS by barcoding DNA fragments with
unique molecular identifiers prior to performing multiple rounds of first-strand synthesis to
resolve sequencing errors. Analytic sensitivity was evaluated by spiking PDAC cells at various
dilutions into control blood isolated from 10 individuals and assaying the mixture by hMDS in
triplicate. Clinical sensitivity was then evaluated by collecting paired blood draws from 200
advanced PDAC patients in prospective fashion, one to be tested with a commercial ctDNA test
and one by hMDS.Results: ThehMDS assay reproducibly detected PDAC cells at dilutions as low
as one cell per mL or one mutated fragment per million KRAS fragments. Thus, hMDS reached
an analytic sensitivity 1000xhigher thanNGS. ClonalKRASmutationswere detected in 179of the
first 194 patient samples (92.2%), surpassing historical commercial detection rates of 50% by
commercial ctDNA assays. Mutations were reproducibly detected in replicate analysis of for-
ward and reverse DNA strands. Weak clonal KRAS activating mutations were also detected in
several non-cancer, control patients. Conclusions: We developed an assay capable of sensi-
tively detecting PDAC ctDNA in whole blood. Formal comparison to commercial testing is
ongoing, but preliminary results suggest this assay could be a sensitive tool for non-invasive
PDACmutation profiling and disease monitoring. The presence of weak clonal KRASmutations
in control patients hasmotivated development of amultiplex platform capable of screening for
mutations in multiple driver genes. Research Sponsor: National Cancer Institute; 5R21-
CA257816-02; Hopper Belmont Foundation.
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Efficacy and safety of surufatinib (S) plus KN046 (K) and chemotherapy in first line
(1L) advanced pancreatic cancer (PC): A single-arm, phase 1b/2 trial.

Wen-Quan Wang, Lin-Hui Tang, Yu Li, Fei Liang, Yao-Lin Xu, Yue-Ming Zhang, Wei Gan, Ning Pu, Hua-Xiang Xu, Jun-Yi He, Lei Zhang, Chen-Ye Shi, Wen-Chuan Wu,
Wen-Hui Lou, Liang Liu; Department of Pancreatic Surgery, Zhongshan Hospital, Fudan University, Shanghai, China; Department of Biostatistics, Zhongshan Hospital,
Fudan University, Shanghai, China

Background: Gemcitabine (G) and nab-paclitaxel (nP) are standard 1L regimen for patients
(pts) with unresectable PC, yet the efficacy remains unsatisfactory. K is a humanized bispecific
antibody targeting PD-L1/CTLA-4,while S is a kinase inhibitor of VEGFR1-3, FGFR1 andCSF-1R
with immune-regulatory potential. It is hypothesized the add-on of S and K to GnP chemo-
therapy would provide improved efficacy. Methods: This single-arm, phase 1b/2 trial enrolled
pts with unresectable locally advanced ormetastatic PC whowere eligible for 1L treatment. The
phase 1b part was designed in a "3+3" algorithm to determine the recommended phase 2 dose
(RP2D) of S for dose expansion in phase 2 part. Pts received oral S at escalating dose starting
from200mg qd, plus intravenous K at 5mg/kg on day 1, and GnP chemotherapy on days 1 and 8
at 21-day cycles. The primary endpoint was dose-limiting toxicities (DLTs) within the first
28 days for phase 1b, and ORR per RECIST 1.1 for phase 2. Secondary endpoints included DCR,
PFS, OS, safety, and efficacy-related biomarkers. Results: As of Dec 19th, 2024, 18 pts were
enrolled with a median age of 54 (range: 41-74), predominantly male (16/18) and metastatic
disease (15/18). Of the 16 pts with genetic testing, KRAS (15/16) and TP53 (11/16)mutations were
common, followed by DNA damage response (DDR) -related mutations (7/16) including
ARID1A, ATM, CHEK2, etc., while TMB-H (1/16) is rare, and none had MSI-H or dMMR status.
Within the 9 pts from phase 1b part (3 in S 200 mg cohort, 6 in S 250 mg cohort), no DLTs
occurred thus the RP2D of S was determined as 250mg qd. In the 16 evaluable pts, the best
overall responses were 1 CR, 10 PRs and 5 SDs. The ORRwas 68.8% and the DCRwas 100%. 2 pts
received R0 resection after 6 cycles’ treatment. With a median follow up of 7.43 months, the
estimated median PFS was 8.25 (95% CI: 4.57-NR) months and the 6-month PFS rate was
72.9%. EstimatedmedianOSwas 11.14 (95%CI: 5.52-NR)months and the 6-monthOS ratewas
82.5%. In the exploratory analysis, DDR-related mutations seemed predictive for better ORR
(85.7%vs 55.6%, P= 0.308), PFS (6-month PFS rate:100%vs 53.3%, log-rank P= 0.519), andOS
(6-month OS rate:100% vs 62.5%, log-rank P= 0.116). Treatment-related adverse events
(TRAEs) occurred in 14 (77.8%) pts, and most common TRAEs ($20%) included leucopenia
(44.4%), hypertension (38.9%), and thrombocytopenia (22.2%). TRAEs of grade $3 included
leucopenia, neutropenia, thrombocytopenia, and hypertension (n = 2 [11.1%] for each). There
were no treatment-related deaths. Conclusions: These preliminary results showed encourag-
ing anti-tumor efficacy and an acceptable safety profile of S plus K andGnP chemotherapy as 1L
treatment for advanced PC. Clinical trial information: NCT05832892. Research Sponsor:
HUTCHMED, ALPHAMAB.
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Early treatment ctDNA dynamics to predict response to chemotherapy in patients
with metastatic pancreatic cancer: A prospective, observational pilot study.

James Lee, Baho U. Sidiqi, Jenna Battaglia, Aryles Hedjar, Daniel King; Donald and Barbara Zucker School of Medicine at Hofstra/Northwell, Hempstead, NY; Division of
Radiation Medicine, Northwell Health Cancer Institute, New Hyde Park, NY; Northwell Health, New Hyde Park, NY; Northwell Health Cancer Institute, Lake Success, NY

Background: Assessment of chemotherapy response using imaging has limitations in meta-
static pancreatic cancer whereas circulating tumor DNA (ctDNA) may offer an alternate
assessment of tumor burden with improved lead-time. This study evaluated temporal ctDNA
testing as a potential biomarker of treatment response data compared to standard-of-care CT
scans in metastatic pancreatic cancer. Methods: In this prospective, observational, single-
center trial, patientswithmetastatic pancreatic ductal adenocarcinoma starting a first-line (1L)
or second-line (2L) systemic treatment regimen underwent imaging and frequent blood-based
treatment assessment. CT imaging was obtained prior to and after 8 weeks of treatment, with
responsemeasured by RECIST 1.1 criteria. CA 19-9, CEA, and longitudinal ctDNA profiling using
Signatera were performed at baseline, after 2 weeks, 4 weeks, and 8 weeks. A threshold of 20%
decrease achieved or not was used to dichotomize ctDNA response and other cut-offs were
evaluated in sensitivity analysis. Progression-free survival (PFS) was measured and compared
to biomarker response. The primary objective was to evaluate the association of ctDNA changes
at 4 and 8 weeks with PFS. Exploratory objectives included evaluation of response at 2-weeks,
and comparison of PFS with CA 19-9 and CEA. Results: Between June and December 2023, 19
patients were enrolled. Sufficient tissue was available to perform tumor-informed ctDNA
profiling in 12 of 19 patients (63%) undergoing systemic therapywith 7 patients (58%) starting
on 1L therapy and 5 (42%) on 2L therapy. Overall median PFS was 4.0 months (4.2 months 1L,
3.3 months 2L). CtDNA response at 4-weeks was prognostic of PFS with a median decrease in
ctDNA of 83.4% (p = 0.0002). CtDNA response at 8-weeks was also prognostic of PFS (p = 0.01).
Three patients achieved ctDNAclearance of over 95%byweek4 andhad aPFS of 5.9months. Of,
note therewas onepatientwhohada 1-logdecrease in ctDNAat 4-weeks, but a 20-fold increase
at 8-weeks, whereas CEA and CA 19-9 were stable at 8-weeks, and this patient had subsequent
disease progression 1month later. In an exploratory analysis, ctDNAas soon as 2weekswas also
prognostic of recurrence (p = 0.002). In contrast to ctDNA, CA 19-9 and CEA did not show
significance at any timepoint (2 weeks: p = 0.2 and p = 0.8, respectively; 4weeks: p = 0.7 and p =
0.8, respectively; 8 weeks: p = 0.8 and p = 0.5, respectively). Sensitivity analysis showed that
20% decrease was robust; association at 4-weeks with ctDNA remained significant across a
wide threshold range (-70% to +60%). Conclusions: Circulating tumor DNA predicts PFS as
early as 2-weeks following treatment. These findings suggest clinical utility in measuring
ctDNA in mPDAC as early as 2 weeks following treatment initiation within the context of
prospective interventional clinical trials. Research Sponsor: Conquer Cancer, the ASCO
Foundation.
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TQB2868 combined with anlotinib and nab-paclitaxel plus gemcitabine as first-line
treatment for metastatic pancreatic cancer: A prospective, multicenter, single-arm,
phase 2 study.

Si Shi, Xianjun Yu, Xiaobing Chen, Miaoyan Wei, Jialin Li, Nan Du, Jie Li, Ding Yu, An-Qi Yang; Department of Pancreatic Surgery, Fudan University Shanghai Cancer Center,
Shanghai, China; Department of Gastrointestinal Oncology, Henan Cancer Hospital, Zhengzhou, China; Fudan University Shanghai Cancer Center, Fudan University,
Shanghai, China; Chia Tai Tianqing Pharmaceutical Group Co., Ltd., Lianyungang, China; Chia Tai Tianqing Pharmaceutical Group Co., Ltd., Nanjing, China

Background:Chemotherapy currently serves as the cornerstone for treatingmetastaticPancre-
atic Ductal Adenocarcinoma Cancer (mPDAC). Nevertheless, the survival of patients with
mPDAC remains poor. Besides, the efficacy of single-agent immune checkpoint inhibitors
or antiangiogenesis in the treatment of mPDAC is not satisfying. Therefore, it is important to
explore combination therapy options for patients with mPDAC. TQB2868 injection is a bi-
functional fusion protein that targets PD-1 and TGF-bRII. This trial was conducted to evaluate
the effectiveness and safety of TQB2868 combined with anlotinib and nab-paclitaxel plus
gemcitabine for mPDAC. Methods: This was a prospective, multicenter, single-arm phase II
trial. Eligible pts were those who aged over 18 years, histologically or cytologically confirmed
PDAC, have not received treatment before and radiographically showed distant metastases and
measurable lesions. Patients received TQB2868 (300mg, I.V, D1,15) and Anlotinib (10mg, P.O,
QD, D1-14), in addition to nab-paclitaxel (125mg/m2, I.V,D1,8,15) and gemcitabine (1.0g/m2,
I.V, D1,8,15), administered over a 28-day treatment cycle.The primary endpoint was
Progression-free Survival (PFS), Secondary end points included objective response rate
(ORR) and disease control rate (DCR), overall survival (OS) and safety. The biomarker TGF-
b1 was analyzed as exploratory results (NCT06767813). Results: 40 pts were enrolled and
received TQB2868 combination regimen therapy, and the last follow-up time was January 10,
2025. 36 pts were eligible for response evaluation. With median follow-up duration of
5.9 months, the median PFS and OS have not been reached, with 6-month PFS and OS rates
of 86% and 95%, respectively. The ORR was recorded at 63.9% (23/36) (95% CI, 46.2%-
79.2%), with 23 pts achieving partial response. The DCR was 100% (36/36) (95% CI, 90.3%-
100%). The most common TRAEs were neutropenia, thrombocytopenia, leukopenia, and
anemia. Grade 3 TRAEs were reported in 52.5% pts (21/40). In exploratory analysis, the
inhibition rate of TGFb1 was over 90% in most cases after administration, with little to no
rebound. Conclusions: TQB2868 combination regimen as first-line treatment was demon-
strated to be tolerable,with promising anti-tumor activity inmPDAC. Clinical trial information:
NCT06767813. Research Sponsor: None.
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Phase II trial of serplulimab combined with gemcitabine plus nab-paclitaxel (GnP)
and SBRT for metastatic pancreatic cancer as the first-line treatment.

Ke Cheng, Chenyan Zhang, Gang Zhao, Xiaoying Li, Jiaxin Liu, Zhiping Li, Heqi Yang, Bole Tian, Chengjian Zhao, Dan Cao; Division of Abdominal Tumor, Department of
Medical Oncology, Cancer Center and State Key Laboratory of Biological Therapy, West China Hospital, Sichuan University, Chengdu, China; Pancreatic Division,
Department of General Surgery, West China Hospital, Sichuan University, Chengdu, China; State Key Laboratory of Biotherapy and Cancer Center, West China Hospital,
Sichuan University and Collaborative Innovation Center, Chengdu, China

Background: The addition of anti-PD-1 monoclonal antibody (mAb) to gemcitabine and nab-
paclitaxel (GnP) presented limited improvement in objective response rate (ORR) and disease
control rate (DCR) for metastatic pancreatic ductal adenocarcinoma (mPDAC) in our previous
study. Therefore, we conducted this phase II trial to evaluate the efficacy and safety of anti-PD-
1 mAb (Serplulimab) plus GnP chemotherapy and stereotactic body radiotherapy (SBRT) in
patients with mPDAC. Methods: Patients with mPDAC without previous treatment were
enrolled to receive Serplulimab and GnP plus SBRT (SGSBRT) (intravenous infusion of Ser-
plulimab 200 mg on day 1 every 3 weeks, gemcitabine 1000 mg/m2 and nab-paclitaxel 125 mg/
m2 on day 1 and day 8, repeated every 3 weeks; SBRT delivered 5 fractions of 6.6 Gy to the
primary tumor or 3 fractions of 8 Gy to the metastatic lesion in cycle 2) as the first-line
treatment. Theprimary endpointwas6-monthprogression-free survival (PFS) rate. Secondary
endpoints included overall survival (OS), PFS, ORR, DCR, and adverse events (AEs). Moreover,
the biomarkers such as circulating tumorDNA (ctDNA) and circulating hybrid cells (CHCs), PD-
L1 expression, tumor tissue genetic status, cytokine levels, and immune microenvironment
were also investigated. Results: As of January 2025, 47 patients have been enrolled and 41
patients have been followed for more than 6 months, with all 47 patients achieving efficacy
according to the protocol. The 6-month PFS rate was 78.48%. The ORR was 74.47% (35/47),
including 1 complete response (CR) and 34 partial responses (PR), and the DCR was 100%, with
12 stable disease (SD). The median PFS was 8.6 months, and the median OS was 15.5 months.
The frequent grade 3 drug-related AEs were neutropenia (20/47, 42.55%), leukopenia (19/47,
40.43%), anorexia (18/47, 38.30%), and fatigue (11/34, 23.40%). The correlation between
biomarkers and efficacy and prognosis are under-analyzed. Conclusions: This phase II study
hasmet our preset primary endpoint with 78.48% in 6-month PFS rate, and SGSBRT presented
promising efficacy with manageable safety profile and expected antitumor activity. This
combination might be a promising option as first-line therapy for Chinese patients with
mPDAC. Clinical trial information: ChiCTR2300073237. Research Sponsor: None.
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First-line treatment with surufatinib, camrelizumab, nab-paclitaxel, and S-1 in
locally advanced or metastatic pancreatic ductal adenocarcinoma (PDAC): A phase
Ib/II randomized study.

Guang-Hai Dai, Ru Jia, Hai-Yan Si, Meng-Jiao Fan, Nan Zhang, Quanli Han, Zhi-Kuan Wang, Guo-Chao Deng, Fang-Fang Liu, Lu Han, Miaomiao Gou, Zhaoli Tan, Xia Zhang,
Yue Shi, Yao-Yue Zhang, Yu-Shan Jia; Senior Department of Oncology, the Fifth Medical Center of the PLA General Hospital, Beijing, China; Fifth Medical Center, Chinese
People’s Liberation Army General Hospital, Beijing, Beijing, China; Senior Department of Oncology, the Fifth Medical Center of PLA General Hospital, Beijing, China

Background: PDAC is a highly aggressive cancer with limited treatment options. Previous
reports of NCT05218889 showed promising efficacy of nab-Paclitaxel/S-1/Surufatinib/
Camrelizumab (anti-PD-1 antibody) combination regimen (NASCA) in mPDAC (2023 ASCO
abs# 4142; 2024 ASCO GI abs# 671). Here, we present the updated results. Methods: In phase
Ib, a 3+3 dose escalation design was used to determine the RP2D of surufatinib. In phase II,
patients were randomized 1:1 to receive the NASCA regimen or nab-paclitaxel plus gemcitabine
(AG). TheNASCA regimenwas administered in 3-week cycles for up to8 cycles. Patientswithout
disease progression continued treatment with surufatinib, S-1, and camrelizumab, while the
control group received AG regimen , q3w. Treatment continued until disease progression,
unacceptable toxicity, withdrawal of consent, or death. The primary endpoints were DLTs and
the RP2D of surufatinib in phase Ib, and the ORR in phase II. Results: As of Dec 16, 2024, 96
patients were enrolled in the study (6 in phase Ib, 90 in Phase II). In phase Ib, the RP2D for
surufatinib was determined to be 200mg (1 DLT out of 6 patients). In phase II, 45 patients were
assigned to each group. Baseline characteristics were balanced between the groups. Most
patients had metastatic disease (82.2% in NASCA vs 77.8% in AG). The NASCA group
showed a confirmed ORR of 51.1% (23/45) versus 24.4% (11/45) in the AG group (OR: 3.2,
95%CI 1.3-8.2; p = 0.01). Themedian PFSwere 7.9 and5.4months (HR: 0.63, 95%CI0.40-0.99,
p = 0.046), with 12-month OS rates of 55.5% (95% CI 39.4-68.9) in NASCA group and 52.7%
(95% CI 36.6-66.5) in AG group. In the subgroup analysis of PFS, the NASCA group showed
longer PFS in male patients (HR: 0.56, 95% CI 0.31-1.01), those with metastatic disease (HR:
0.57, 95% CI 0.35-0.94), and patients without liver metastasis (HR: 0.45, 95% CI 0.23-0.90).
Furthermore, multiplex immunohistochemistry was performed on baseline tissue samples of
26 NASCA patients. The ratio of M1/M2 macrophage percentages was significantly higher in
patients with PR than those with SD and PD (p = 0.04). Using the median as a cutoff, patients
with higher levels of M1/M2 cells (p = 0.039), CD8+ cells (p = 0.0024), and CD8+PD-1+ cells (p =
0.0064) in the stroma had longer PFS than thosewith lower levels. For Grade 3 and 4TEAEs, the
most frequently observed events in the NASCA group were decreased white blood cell count
(31.1%), decreased neutrophil count (33.3%), and decreased lymphocyte count (20.0%). Sim-
ilarly, these events were common in the AG group (26.7%, 28.9%, 8.9%, respectively).
Conclusions: The NASCA regimen demonstrated promising efficacy with a manageable safety
profile, showing a significantly higher ORR and longer PFS compared to AG group in patients
with locally advanced or metastatic PDAC. Further studies are warranted to confirm these
findings. Clinical trial information: NCT05218889. Research Sponsor: None.

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY

http://www.clinicaltrials.gov/ct2/show/NCT05218889


4162 Poster Session

First-line serplulimab and bevacizumab combined with nab-paclitaxel/gemcitabine
followed by mFOLFOX in advanced pancreatic cancer: A phase II trial.

Jieer Ying, Qi Xu, Jingjing Li, Qing Wei, Lei Zhang, Shurui Zhou, Meifang Zheng, Yunben Yang; Zhejiang Cancer Hospital, Hangzhou, China

Background: Patients with advanced pancreatic cancer (PC) have a poor prognosis, as this
’cold’ tumor shows limited responsiveness to mono-immunotherapy. Chemotherapy may
improve the efficacy of immunotherapy by reshaping the tumor immune microenvironment.
We conducted a phase II trial to assess the anti-tumor activity and safety of first-line
serplulimab (anti-PD-1) and HLX04 (a bevacizumab biosimilar) combined with nab-
paclitaxel plus gemcitabine (nab-P/Gem), followed by modified FOLFOX (oxaliplatin, leuco-
vorin, and 5-fluorouracil; mFOLFOX), in patients with locally advanced or metastatic PC.
Methods: This single-arm phase II trial enrolled 37 patients with histologically or cytologically
confirmed unresectable locally advanced or metastatic pancreatic ductal adenocarcinoma
(NCT06393166). The study aims to increase the objective response rate (ORR) of the first-
line sequential nab-P/Gem followed bymFOLFOX (nab-P/Gem-mFOLFOX) regimen from 50%
to 68% with the addition of serplulimab and HLX04. The study employed Simon’s minimax
two-stage design,with a total of 23 patients achieving objective responses, therebymeeting the
predefined primary endpoint. Secondary endpoints included progression-free survival (PFS),
overall survival (OS), disease control rate (DCR), and safety. Results: Among the 37 patients
analyzed, the average agewas62 years, and22patients (59.5%)weremale. At baseline, patients
had an adequate nutritional and performance status, with a mean BMI of 21.6 kg/m2. Distant
organ metastases were present in 34 patients (91.9%), with the liver being the most common
site (n = 26, 70.3%). The confirmed ORR was 67.6% (95% CI, 49.5-82.6), including 1 patient
with a complete response (CR), meeting the primary endpoint. Only 1 patient had progressive
disease (PD) as the best response, yielding a DCR of 97.1% (95% CI, 84.7-99.9). As of the data
cutoff in November 2024, the median follow-up was 6.1 months. The median PFS was
10.5 months (95% CI, 9.7-not reached), with a 6-month PFS rate of 80.0% (95% CI, 65.5-
97.7). Themedian time to response (TTR)was 1.5months, and themedian duration of response
(DOR) was 9.3 months. The OS remains immature. The incidence of treatment-related adverse
events (TRAEs) was 83.8%, with grade $3 TRAEs occurring in 46.0% of patients. Hematologic
toxicities were themost common treatment-emergent adverse events (TEAEs), and no fatal AE
were observed. Overall, the treatment was manageable, and no new safety signals were
identified. Conclusions: First-line serplulimab and HLX04 combined with nab-P/Gem-
mFOLFOX demonstrates clinical feasibility and promising preliminary outcomes in advanced
PC. Further follow-up is required to confirm the survival benefits, and following analyses are
needed to explore the mechanisms underlying the efficacy of this novel regimen. Clinical trial
information: NCT06393166. Research Sponsor: None.
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AI-based predictive tool for detection of ctDNA in pancreatic adenocarcinoma using
nationwide comprehensive genomic profiling data.

Hiroaki Ikushima, Kousuke Watanabe, Aya Shinozaki-Ushiku, Kazunaga Ishigaki, Mitsuhiro Fujishiro, Katsutoshi Oda, Hidenori Kage; Department of Respiratory Medicine,
Graduate School of Medicine, The University of Tokyo, Tokyo, Japan; Next-Generation Precision Medicine Development Laboratory, Graduate School of Medicine, The
University of Tokyo, Tokyo, Japan; Division of Integrative Genomics, Graduate School of Medicine, The University of Tokyo, Tokyo, Japan; Department of Clinical Oncology,
The University of Tokyo Hospital, Tokyo, Japan; Department of Gastroenterology, Graduate School of Medicine, The University of Tokyo, Tokyo, Japan

Background: Comprehensive genomic profiling (CGP) has become a cornerstone of precision
oncology, with liquid biopsy expanding its applicability. However, in some cases, circulating
tumor DNA (ctDNA) is undetectable in liquid CGP, limiting the ability to assess genetic
alterations. Identifying the optimal timing for liquid CGP remains a challenge. This study
focuses on pancreatic adenocarcinoma, using nationwide CGP data and explainable AImethods
to identify clinical factors associated with ctDNA detection. Based on these factors, we develop
an easy-to-use AI tool to predict the probability of ctDNA detection in real-world settings.
Methods:Weconducted a retrospective analysis of nationwideCGPdata collected fromJun2019
to Dec 2023, covering 99.7% of CGP performed in Japan. Cohort 1 included 4,110 pancreatic
adenocarcinoma cases analyzed by FoundationOne CDx, while Cohort 2 comprised 2,220 cases
analyzed by FoundationOne Liquid CDx (F1L). Using clinical information available prior to CGP,
we developed an eXtreme Gradient Boosting (XGBoost)-based predictive model to estimate
ctDNA detection and employed SHapley Additive exPlanations (SHAP) analysis to elucidate
contributing clinical factors. A smartphone application was deployed using the refined model.
The app’s performancewas tested with Cohort 3, consisting of 629 pancreatic adenocarcinoma
cases tested by F1L between Jan 2024 andDec 2024.Results: In Cohort 1 (tissue), 98.5%of cases
harbored mutations in either KRAS, TP53, CDKN2A, or SMAD4, confirming their role as
surrogate markers for tumor-derived DNA detection. The predictive AI model for ctDNA
detection, trained on Cohort 2 (liquid) data, achieved an AUROC of 0.754. SHAP analysis
identified key predictors, including liver metastasis, the number of metastatic organs, per-
formance status, response to recent therapy, interval from diagnosis to blood collection, and
treatment line. Notably, patients with liver metastases exhibited a significantly higher rate of
ctDNA detection (p , 0.001) compared to those without, whereas patients with peritoneal
metastases demonstrated a lower rate of ctDNA detection (p , 0.01). A refined model in-
corporating representative predictors was deployed as a smartphone application. When tested
on Cohort 3 (liquid), the application demonstrated predictive accuracy with an AUROC of 0.769
(sensitivity: 0.707, specificity: 0.769) and a Brier score of 0.194. Conclusions: This study
identified clinical factors predictive of ctDNA detection in liquid CGP for pancreatic adenocar-
cinoma using explainable AI methods and nationwide CGP data. Based on these findings, a
smartphone application was developed to predict the probability of ctDNA detection. By
facilitating optimal timing of liquid CGP, this app has the potential to enhance patient access
to effective therapies, contributing to improved clinical outcomes. Research Sponsor: None.
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Using live true single-circulating tumor cell comprehensive genomics to show
clonal evolution and tumor heterogeneity in pancreatic cancer management.

Mandana Kamgar, Gowhar Shafi, Sankar Mohan, Ramandeep Kaur, Madhura Basavalingegowda, Ganesh Khutale, Mohan Uttarwar, Ajay Pandita, Atul Bharde,
Jayant Khandare, Razelle Kurzrock; Medical College of Wisconsin Cancer Center, Milwaukee, WI; OneCell Dx Inc., Cupertino, CA; Onecell Dx Inc, Sunnyvale, CA; ONeCell Dx,
Sunnyvale, CA; OneCell Dx, Mumbai, India; OneCell Dx, Pune, India; OneCell Dx, Redwood City, CA

Background: Traditional tissue and CtDNA biopsies have limitations in pancreatic ductal
adenocarcinoma (PDAC) due to sampling bias and inability to capture tumor evolution effec-
tively. ctDNA offers Tx decisions, longitudinal monitoring for recurrence, real-time tumor
evolution, and responses. However, ctDNA success is limited by its low sensitivity often with
NMDs. While single circulating tumor cell (sCTC) genomics may offer higher sensitivity, but
challenged with selective capture of live sCTCs without leukocyte contamination. We address
limitations by identifying both clonal and rare sub-clonal mutations in PDAC. We report
CellBiopsy assay to capture and release of sCTCs, facilitated by ctDNA-integrated comprehen-
sive genomic profiling (CGP) at a true single-cell. Methods: In an observational study, ten
advanced PDAC patients receiving SOC were accrued with MCW IRB approved protocol
(PREDICT-MCW NCT ID:NCT05802069). All patients gave consent to investigational inter-
ventions. Live sCTCs were isolated at baseline (BL) and follow-up (FL) using OncoIndx Ikon
sCTC assay in 10 mL of blood. Live CTCs were captured using glass beads with anti EpCam
antibody and released in 96well plate assay. DNA from individually captured sCTCswas linearly
amplified, followed by target enrichment using OncoIndx CGP assay. Sequencing libraries were
prepared and sequenced on Illumina NextSeq2000 (5003 depth). ctDNA underwent deeper
sequencing at 10000x coverage. Data was processed using iCare software for sequence align-
ment and variant calling. Results: Prospectively, 74 live sCTCs were isolated at baseline and
follow up (mean sCTC distribution 7). Post SOC treatment, 50% of the patients (5/10)
exhibited a 30% reduction in sCTC count at FL. NRAS mutations were the most frequent
alteration observed in sCTCs (40.5%), followed by HRAS (27%) and TP53 (23%). Paired ctDNA
predominantly revealedKRAS G12 variants (40%). Additional divergentmolecular alterations in
sCTCs were accounted for in NRAS, TP53, SMAD4, and PIK3CA-MTOR-AKT pathways, pro-
viding insights into mechanisms of treatment resistance and disease aggressiveness. Samples
with co-occurring NRAS and TP53, or SMAD4, mutations along with ERBB2 amplification, were
associated with aggressive disease. In FL sCTCs genomics revealed evolving molecular profiles
enriched for activating variants in the PIK3CA-MTOR-AKT pathway compared to bulk tissue
and ctDNA genomics at BL. Conclusions: Compared to ctDNA, sCTC CGP revealed heteroge-
neous molecular profile in PDAC, offering precise insights into tumor heterogeneity, clonal
evolution, disease progression, and treatment outcome. Integrating paired DNA profiling of
ctDNA and sCTC DNA may provide a more CGP landscape of PDAC. Ongoing analyses aim to
evaluate temporal dynamics of CGP using ctDNA and sCTC DNA assay for advancing person-
alized management of PDAC. Clinical trial information: NCT05802069. Research Sponsor:
None.
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Homologous recombination deficiency (HRD) profiling in Chinese pancreatic ductal
adenocarcinoma: Implications for platinum-based chemotherapy.

Yanxia Wang, Fancheng Kong, Xiaohua Situ, Tiantian Yang, LihongWei, Tianqi Sun, Zhongpeng Xie, Pnging Wang, Tian Tian, Yu Chen, Neng Jiang, Qinru Zhan, Lingbi Jiang,
Tongze Fu, Leilei Huang, Shuhua Li, Qiong He, Jianwen Zhou, Yu Dong, Zunfu Ke; The First Affiliated Hospital, Sun Yat-Sen University, Guangzhou, China; Precision
Scientific (Beijing) Co., Ltd., Guangzhou, China; Precision Scientific (Beijing) Co., Ltd., Beijing, China; The First Affiliated Hospital of Fujian Medical University, Fuzhou,
China; Guangdong Provincial People’s Hospital (Guangdong Academy of Medical Sciences), Southern Medical University, Guangzhou, China; State Key Laboratory of
Oncology in South China, Sun Yat-sen University Cancer Center, Guangzhou, China

Background: Pancreatic ductal adenocarcinoma (PDAC) is a highly aggressive cancer with poor
prognosis. While platinum-based therapies have demonstrated some therapeutic benefits,
their associated toxicity underscores the need to identify patients who are most likely to
respond. Homologous recombination deficiency (HRD) has been linked to improved sensitivity
to platinum-based therapies, but its role in PDAC, particularly beyond BRCA1 and BRCA2
(BRCA1/2) mutations, remains poorly understood. Methods: A retrospective analysis was
conducted on 264 Chinese patients diagnosed with PDAC. Genomic data were obtained
using a targeted next-generation sequencing (NGS) panel, which included: (1) 28 canonical
homologous recombination repair (HRR) genes (BRCA1, BRCA2, PALB2, ATM, ATR, BAP1, BARD1,
BRIP1, CDK12, CHEK1, CHEK2, EMSY, FAM175A, FANCA, FANCC, FANCD2, FANCL, FANCI, MRE11,
NBN, PPP2R2A, PTEN, RAD50, RAD51B, RAD51C, RAD51D, RAD54B, and RAD54L), along with their
bi-allelic loss-of-function (BILOF) status; (2) 8genes associatedwithotherDNAdamage repair
(DDR) pathways (TP53, CDH1, EPCAM, MLH1, MSH2, MSH6, PMS2, and STK11); and (3) an
integrated HRD score, calculated as the unweighted sum of loss of heterozygosity (LOH),
telomeric allelic imbalance (TAI), and large-scale transitions (LST). HRD score $ 38 and/or
BRCA1/2 BILOF was predefined as HRD positive. The association between HRD status and
clinical outcomes in patients treated with first-line platinum-based therapies was systemat-
ically analyzed. Results: Among the 264 PDAC patients, 6.4% (n = 17) were classified as HRD-
positive, a larger group compared to the 1.9% (n = 5) with BRCA1/2 BILOF. Overall, 19.3% (51/
264) of patients harbored mutations in HRR genes. Among these, 4.9% (n = 13) had BRCA1/2
mutations, with 38.5% (n = 5) exhibiting BILOF. The most frequently mutated HRR genes
included ATM (4.2%) and BRCA2 (3.8%), followed by CHEK2 (1.5%), BRCA1 (1.5%), ATR (1.5%),
and FANCA (1.5%). Themedian HRD score was notably higher in patients with HRR gene BILOF
(25.5) compared to thosewith non-BILOF (14). In the first-line platinum chemotherapy cohort
(n = 133), HRD-positive patients exhibited significantly improved progression-free survival
(PFS), with a median PFS of 20.5 months, compared to 11.3 months in HRD-negative patients
(HR = 0.385, 95% CI: 0.177-0.84, P = 0.012). Notably, patients with BRCA1/2 BILOF derived
substantial clinical benefit from first-line platinum-based therapies, with no instances of
disease progression or death during the treatment period. Conclusions:HRD profiling, defined
by an HRD score threshold of $38 and/or BRCA1/2 BILOF status, is a valuable biomarker for
predicting response to platinum-based chemotherapy in PDAC. This study suggests that scar-
based HRD marker and gene BILOF status could serve as predictive markers for PDAC person-
alized therapy. Clinical trial information: [2024]138. Research Sponsor: National Natural
Science Foundation of China; 82330065, 30900650, 81372501, 81572260, 81172232, 31430030.
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The differential effect of stromal genes on gemcitabine/nab-paclitaxel (GN) and
GN/cisplatin (GCN) outcomes in advanced pancreatic adenocarcinoma (aPDAC).

Himil Mahadevia, Sharon Wu, Robert R. McWilliams, Umair Majeed, Jason S. Starr, Jeremy Clifton Jones, Osama M MoSalem, Conor O’Donnell, Daniel H. Ahn, Joanne Xiu,
Hani El Shawa, George W. Sledge Jr., Philip Agop Philip, Ninad Kulkarni, Sanjay Goel, David Spetzler, Harshabad Singh, Mitesh J. Borad, Tanios S. Bekaii-Saab,
Hani M. Babiker; Mayo Clinic Florida, Jacksonville, FL; Caris Life Sciences, Phoenix, AZ; Division of Medical Oncology, Mayo Clinic Rochester, Rochester, MN; Department of
Hematology and Oncology, Mayo Clinic Florida, Jacksonville, FL; Mayo Clinic, Jacksonville, FL; Department of Hematology and Oncology, Mayo Clinic Arizona, Phoenix, AZ;
CARIS Life Sciences, Irving, TX; Henry Ford Cancer, Detroit, MI; Rutgers Cancer Institute of New Jersey, New Brunswick, NJ; Dana-Farber Cancer Institute, Boston, MA;
Division of Hematology and Oncology, Mayo Clinic Arizona, Phoenix, AZ

Background: GN is a front-line therapy for aPDAC. A Phase I/II study demonstrated that GCN
has a higher overall response rate andmedian overall survival (mOS). Our previous study found
no difference in outcomes among patients with DNA damage repair gene mutations; however,
stromal gene expression correlated with mOS in patients receiving GCN. Here, we further
evaluate differences in the outcomes with GCN and GN by site of biopsy. Methods: PDAC
samples (n = 4,463) were analyzed by NGS (NextSeq/NovaSeq) or RNA (NovaSeq) (Caris Life
Sciences, Phx, AZ). Expression of stromal and related genes (ACTA2, ADIRF, HAS2, IL-6,MMP-2,
MMP-9, SPARC, STAT3, TBGB1, TGFB2, TGFBR3, IDO1, HLA-DRB4, VEGFB) from different biopsy
sites [high expression (H).50% of RNA transcripts per million] was correlated with outcomes
to GCN or GN. mOS was obtained from insurance claims and calculated from first treatment to
last contact. The hazard ratio (HR) was calculated by the Cox proportional hazards model, and
p-valueswere calculated using the log-rank test.Results:4325patients [primary biopsy (PT), n
= 1,878; non-livermetastatic biopsy (N-LM), n = 818; Liver biopsy (LM), n = 1,629] received GN
while 138 patients (PT, n =45;N-LM, n= 28; LM, n =65) receivedGCN.GCNwas associatedwith
longer mOS than GN [Δ: 5.2 months (m), HR: 0.76, 95% CI 0.63-0.92, p = 0.01]. GCN was
associated with longer mOS compared to GN in LM (Δ: 5.6 m, HR: 0.66, 95% CI 0.50-0.87, p =
0.003), but it was not significant in PT (Δ: 4.6m, p = 0.13) andN-LM (Δ: 4.4m, p = 0.35). Median
MMP2 (38.5 vs. 163.1 vs. 162.2), VEGFB (14.4 vs. 16.9 vs. 16.2) and TGFBR3 (11.4 vs. 15 vs. 16.4)
expression were lower in LM compared to PT and N-LMwhile TGFB1 (41.6 vs. 34.5 vs. 39.8) and
IL6 (1.61 vs. 1.19 vs. 1.41) expression were highest in LM (p , 0.05). In LM, IL6-H (Δ: -11 m, p =
0.037) and TGFB1-H (Δ: -5.9 m, p = 0.10) were associated with worse post-GCN survival
compared to GN (p = 0.82 and p = 0.57). Whereas, in N-LM, TGFBR3-H trended towards longer
post-GCN survival (Δ: 12 m, p = 0.18), while ADIRF-H trended towards shorter post-GCN
survival (Δ: -12 m, p = 0.056) compared to GN (p = 0.42 and p = 0.10). While in PT,MMP2-H (Δ:
11.3m, HR: 0.46, p = 0.16), TGFB1-H (Δ: 11.3 m, HR: 0.33, p = 0.09),HLA-DRB4-H (Δ: 12.9m, HR:
0.44, p = 0.11) and VEGFB-H (Δ: 10.7, HR: 0.34, p = 0.09) trended towards longer post-GCN
survival compared to GN (MMP2-H, Δ: 3.4 m, p = 0.03, TGFB1-H, p = 0.661, HLA-DRB4-H, p =
0.67, VEGFB-H, Δ: 1.3 m, p = 0.03). Conclusions: GCN is associated with improved mOS
compared to GN, especially in LM.Stromal gene expression in the liver differs from that in
N-LM and the pancreas. While high stromal gene expression trends towards worse post-GCN
survival in LM, it is associated with improved survival in N-LM and PT. Further validation is
needed to understand the impact of stromal gene expression in different tumor sites on survival
outcomes and signature development. Research Sponsor: None.
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CheMo4METPANC: Combination chemotherapy (gemcitabine and nab-paclitaxel),
chemokine (C-X-C) motif receptor 4 inhibitor (motixafortide), and immune
checkpoint blockade (cemiplimab) in metastatic treatment-näıve pancreatic
adenocarcinoma—Updated clinical and translational findings.

Gulam Abbas Manji, Michael S. May, Edridge K. D’Souza, Ilenia Pellicciotta, Sarah Sta Ana, Naomi Sender, Isabelle Ross, Shikun Wang, Susan Elaine Bates, Linda Wu,
Kenneth P. Olive, Alexander G. Raufi, Benjamin Izar; Columbia University Medical Center/New York-Presbyterian Hospital, New York, NY; Columbia University Medical
Center, New York, NY; Columbia University Irving Medical Center, New York, NY; Columbia University, New York, NY; Herbert Irving Comprehensive Cancer Center, Columbia
University Irving Medical Center, New York, NY; Columbia University Herbert Irving Comprehensive Cancer Center, New York, NY; Columbia University Herbert Irving
Comprehensive Cancer Center, New York City, NY; Brown University School of Medicine-Rhode Island Hospital, Providence, RI

Background: Metastatic pancreatic ductal adenocarcinoma (mPDAC) is a uniformly fatal
diseasewith an immunosuppressive tumormicroenvironment (TME). In our KPCmousemodel
study, targeting the C-X-C motif chemokine receptor 4 (CXCR4)/C-X-C motif chemokine
ligand 12 (CXCL12) axis in combination with aPD-1, and gemcitabine improved survival when
compared to mice treated with gemcitabine or other combinations. The goal of this first-in-
human study was to evaluate safety, radiologic response rate, and change in tumor microen-
vironment (TME) elicited by motixafortide (CXCR4i), cemiplimab (aPD1), gemcitabine, and
nab-paclitaxel (MCGN) in treatment-naı̈ve mPDAC. Methods: CheMo4METPANC is an open
label, multicenter, investigator-initiated, study evaluating MCGN in mPDAC (NCT04543071).
Here we report the updated results of the signal seeking phase of this study. The primary aim
was to study the safety of MCGN. All patients received pre- on-treatment and optional on-
progression biopsies. Single nucleus RNA sequencing (snRNAseq) and quantitative multiplex
immunofluorescence (qmIF)were used to characterize theTME.Results:A total of 11 patients (1
over-enrolled) participated in the study at Columbia and Brown Universities (11/9/2020-3/3/
2023). Themedian agewas 58 years. As of 04/22/24 (median follow up 23months), 7 (63%) and
3 (27%) patients experienced a partial response (PR) and stable disease, respectively. One
patient experienced radiologic resolution of hepatic metastasis and underwent definitive
radiation therapy to theprimary tumor. A secondhada sustainedPR (11months) andunderwent
pancreaticoduodenectomy and hepatic wedge resection which revealed a pathologic complete
response within the hepatic and primary lesion. Median progression free survival (PFS) was
9.6 months. The most common adverse events experienced while on the study combination
included skin hyperpigmentation (11/11), alopecia (10/11) and injection site reaction (9/11). The
most common grade 3 or greater adverse events were anemia (5/11) and rash (3/11). Analysis of
the TME revealed an increase in intratumoral CD8+ T-cells in all patients, and that patients
achieving a PR were found to have higher proportions pre-treatment of CXCL12-producing
cancer associated fibroblasts, a potential marker of response. Conclusions: Preliminary results
from this pilot study of MCGN in mPDAC were promising, with a PR rate of 63% and disease
control rate (DCR) of 91%. Based on these results, the study was amended to transition to a
randomized phase 2 trial testingMCGN compared to GN (2:1; N = 108). The primary endpoint is
PFS. The phase 2 study is actively enrolling patients and incorporates optional paired research
tumor biopsies. Clinical trial information: NCT04543071. Research Sponsor: BioLine Rx and
Regeneron Pharmaceuticals.

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY

http://www.clinicaltrials.gov/ct2/show/NCT04543071


4168 Poster Session

Phase 1/2 study of nivolumab and ipilimumab combined with gemcitabine, nab-
paclitaxel, and adaptive stereotactic body radiotherapy in bordeline resectable,
locally advanced or metastatic pancreatic cancer (LAPTOP).

Inna Markovna Chen, Mario Presti, Carsten Palnaes Hansen, Susann Theile, Mette Van Overeem Felter, Kasper Madsen, Torben Lorentzen,
Yousef Jesper Wirenfeldt Nielsen, Gina Juel Al-Farra, Marco Donia, Inge Marie Svane, Julia S. Johansen, Dorte Nielsen; Department of Oncology, Herlev Gentofte Hospital,
Herlev, Copenhagen, Denmark; National Center for Cancer Immune Therapy, Department of Oncology, Copenhagen University Hospital, Herlev, Denmark; Department of
Digestive Diseases, Transplantation and General Surgery, Copenhagen Uni-versity Hospital - Rigshospitalet, Copenhagen, Denmark; Department of Oncology, Herlev and
Gentofte, Herlev, Copenhagen, Denmark; Department of Oncology, Herlev Hospital, Copenhagen University Hospital, Herlev, Denmark; Department of Gastroenterology,
Herlev and Gentofte, Herlev, Copenhagen, Denmark; Department of Radiology, Copenhagen University Hospital - Herlev and Gentofte, Herlev, Denmark; Department of
Radiology, Herlev Gentofte Hospital, Herlev, Copenhagen, Denmark; Department of Oncology, Copenhagen University Hospital - Herlev and Gentofte, Herlev, Denmark

Background: This phase 1/2 study (NCT04247165) evaluated the safety and efficacy of com-
bining nivolumab, ipilimumab, gemcitabine, nab-paclitaxel, and adaptive stereotactic body
radiotherapy (SBRT) in patients with borderline resectable (BRPC), locally advanced (LAPC), or
metastatic pancreatic cancer (mPC). Methods: Treatment-naı̈ve patients with BRPC, LAPC or
mPC received 28-day cycles of nivolumab (3 mg/kg), ipilimumab (1 mg/kg single dose), and
gemcitabine (800mg/m2)withnab-paclitaxel (100mg/m2ondays 1, 8, and 15). Starting in cycle
3, patients underwent MRI or CT-guided adaptive SBRT (8 Gy x 3 fractions) targeting the
primary pancreatic tumor. Primary endpoint: safety, defined by the incidence of treatment-
related adverse events (TRAEs) leading to discontinuation, monitored via a Bayesian stopping
rule for rates exceeding 30%. Secondary endpoints: OS, PFS, ORR, DCR,DOR, and resection rate.
Exploratory endpoint: immunological changes. Results: A total of 55 patients received at least
one treatment (BRPC: n=1, LAPC: n=23, mPC: n=31), with a median follow-up of 27.6 months
(IQR 26.3-34.4) calculated via reverse Kaplan-Meier. Grade 3-4 TRAEs occurred in 70.8% of
BRPC/LAPC and 71.0% of mPC patients. No grade 5 TRAEs were observed. Treatment discon-
tinuation due to TRAEs occurred in 20.8% (BRPC/LAPC) and 9.7% (mPC). Median OS:
23.0 months (95% CI: 11.4–NR) for BRPC/LAPC and 11.2 months (6.8–15.8) for mPC. Median
PFS: 14.9 months (8.7–24.2) for BRPC/LAPC and 6.1 months (3.8–8.4) for mPC. ORR: 33.3%
(15.6–55.3) for BRPC/LAPC and 19.4% (7.5–37.4) for mPC. DCR: 75.0% (53.3–90.2) for BRPC/
LAPC and 61.3% (42.2–78.2) formPC.Median DOR: 8.9months (4.0–12.7). Nine (37.5%) BRPC/
LAPC patients and three (9.7%) mPC patients underwent resection. Preliminary analyses
revealed treatment-induced T-cell activation, particularly after SBRT, with upregulation of
activation and stemness markers in patients with durable clinical benefit. Conversely, an
increase in senescence markers was observed in the rest of the cohort. Conclusions: The
combination of nivolumab, ipilimumab, gemcitabine, nab-paclitaxel, and adaptive SBRT
demonstrated an acceptable safety profile and efficacy supporting further investigation in
BRPC, LAPC, and mPC patients. Clinical trial information: NCT04247165. Research Sponsor:
None.
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Clinico-genomic characterization of PALB2-mutated pancreatic adenocarcinoma.

Jonathan W. Lee, Catherine A O’Connor, Emily Harrold, Allison L. Richards, Florencia Velez-Cortes, Drew Moss, Joshua David Schoenfeld, Anupriya Singhal,
Rohit Thummalapalli, Carly Schwartz, Brinda Alagesan, Mary Helen Larsen, Fiyinfolu Balogun, Anna M. Varghese, Kenneth H. Yu, David Paul Kelsen, Wungki Park,
Diana Mandelker, Zsofia Kinga Stadler, Eileen M. O’Reilly; Memorial Sloan Kettering Cancer Center, New York, NY; Mater Misericordiae University Hospital, Dublin, Ireland;
Icahn School of Medicine at Mount Sinai Morningside-West, New York, NY; Gastrointestinal Oncology Service, Memorial Sloan Kettering Cancer Center, New York, NY;
Memorial Sloan-Kettering Cancer Center - Fellowship (GME Office), New York, NY; Clinical Genetics Service, Department of Medicine, Memorial Sloan Kettering Cancer
Center, New York, NY; Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY

Background: Pancreatic adenocarcinoma (PDAC) with germline (g) or somatic (s)mutations in
BRCA1/2 and PALB2 exhibit uniquemolecular characteristics and predict response to platinum-
based chemotherapy and PARP inhibition. However, distinct features of PALB2 and PDAC are
not well described. Herein, we characterize distinct clinico-genomic features of patients (pts)
with g/s PALB2 and PDAC. Methods: Institutional databases and cBioPortal were queried to
identify pts with g/sPALB2 and PDAC. Pts with PALB2 variants of unknown significance (VUS)
were excluded (annotation from OncoKb, ClinVar). Demographic data and clinical outcomes
abstracted from medical record. Detailed mutational analysis obtained from cBioPortal. Zy-
gosity determined with FACETS. Progression-free survival (PFS) and overall survival (OS)
estimatedwithKaplan-MeierMethod.Results:N=29ptswith pathogenic/oncogenic g/sPALB2
and PDAC identified between 2011-2024. N = 25 (86%) gPALB2 (+/- sPALB2) and N = 4 (14%)
sPALB2 (no gPALB2); N = 13 sPALB2 excluded as VUS. Median age (range): 57 years (38-78)
gPALB2 and 63 years (43-73) sPALB2. N = 23 (79%) white; N = 16 (55%) female. Stage IV at
diagnosis: N = 11 (44%) gPALB2; N = 2 (50%) sPALB2 cohort. In gPALB2 cohort (N = 25), 4 (16%)
had personal history of cancer (N = 2 thyroid, N = 1 uterine, N = 1 CLL) and N = 17 (68%) had
family history of cancer (N = 7 breast/prostate/ovarian, N = 1 pancreas). KRAS and TP53 variants
co-occurred in 84% and 36% of gPALB2 and 50% and 50% of sPALB2 cases, respectively. N = 9
(56%) of patients with a gPALB2mutations showed biallelic loss of PALB2 (N = 6 by LOH, N = 3
somatic LOH). None of four patients in sPALB2 cohort (negative gPALB2) had biallelic loss.
Median TMB (mt/Mb): 4.10 (0.80-9.10) gPALB2; 3.85 (2.00-5.80) sPALB2. For stage IV gPALB2
(N = 11),median PFS 4.2months (95%CI 2.4, NR) andmedian OS 12months (95%CI 5.5, NR). N
= 10 (90%) received platinumtherapy,withN=6 in the first line setting. Durable disease control
on PARPi was observed for patients with gPALB2 and sPALB2, including N = 1 sPALB2 with
7monthson4th-line olaparib andN= 1gPALB2with6monthson6th lineOlaparib.Conclusions:
gPALB2 and sPALB2mutations are seen in a small% of PDAC. gPALB2 PDAC presents earlier and
is linked to family history of cancer. gPALB2 compared to sPALB2 had higher biallelic loss;
oncogenic sPALB2 are uncommon. Identification of g/sPALB2 has implication for therapeutics
and screening. Loss of heterozygosity, TMB, telomeric allelic imbalance, large-scale state
transitions, and implications for treatment will be presented. Research Sponsor: None.

gPALB2 = 25

Putative driver mut (%) 21 (84)
Truncating mut 13 (62)
Structural Variant 4 (19)
Splice mut 4 (19)
Zygosity
Biallelic 9 (56)
Monoallelic 6 (44)
Unknown 10
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Prognostic and predictive impact of next-generation sequencing in metastatic
pancreatic ductal adenocarcinoma.

Christopher Schumacher, Henry Hoffman, Sebawe Syaj, Jacob C. Hodges, Michael T. Lotze, Kenneth K. Lee, Amer H. Zureikat, Alessandro Paniccia, Vikram C. Gorantla,
John C. Rhee, Monica Khunger Malhotra, Dennis Hsu, Ibrahim Halil Sahin, Anwaar Saeed, Aatur D. Singhi, Janie Yue Zhang; University of Pittsburgh, School of Medicine,
Pittsburgh, PA; Division of Hematology and Oncology, Department of Medicine, University of Pittsburg Medical Center, and UPMC Hillman Cancer Center, Pittsburgh, PA;
Wolff Center at UPMC, Pittsburgh, PA; University of Pittsburgh School of Medicine, Pittsburgh, PA; Department of Surgery, University of Pittsburgh, Pittsburgh, PA;
Department of Surgical Oncology, UPMC Hillman Cancer Center, University of Pittsburgh School of Medicine, Pittsburgh, PA; University of Pittsburgh Medical Center
(UPMC), Pittsburgh, PA; University of Pittsburgh Medical Center (UPMC) Hillman Cancer Center, Pittsburgh, PA; UPMC Hillman Cancer Center, Pittsburgh, PA; Division of
Malignant Hematology and Medical Oncology, Department of Medicine, University of Pittsburgh School of Medicine, and Hillman Cancer Center, Pittsburgh, PA; Division of
Malignant Hematology and Medical Oncology, Department of Medicine, University of Pittsburgh School of Medicine, and UPMC Hillman Cancer Center, Pittsburgh, PA;
Department of Pathology, University of Pittsburgh, Pittsburgh, PA

Background: Outcomes in de novo metastatic pancreatic ductal adenocarcinoma (mPDAC)
remain dismal, although considerable heterogeneity exists in responses to therapy and sur-
vival. With increased use of tumor-cell next-generation sequencing (NGS) in mPDAC, im-
proved understanding of the prognostic and predictive value of genomic alterations is needed.
Methods: Between 2019-2023, 949 PDAC patients (pts) underwent targeted NGS (Oncomine),
of which 161 had de novo metastatic disease. Progression-free survival (PFS) after front-line
therapy and overall survival (OS) were correlated with clinical parameters and genomic
alterations. Long-term survival (LTS) was defined as OS in the top quartile. Results: In pts
who underwent at least one dose of systemic therapy (80%, n=128), mPFS and mOS were 6.6
and 10.4 months. Pts who received 5-FU-based front-line therapy (97% received a triplet with
oxaliplatin and irinotecan or liposomal irinotecan) had improved outcomes compared to pts
who underwent gemcitabine-based therapy (89% gemcitabine/nab-paclitaxel [gem/nab-P];
mOS 13.2 vs 7.3 months, HR 0.66, 95% CI 0.45-0.97). Tumor mutational burden (TMB),
pathogenic mutations in genes involved in cell-cycle regulation (CCR) and DNA damage re-
sponse (DDR), and loss of SMAD4 were not associated with broad differences in PFS/OS. As
expected, in pts treatedwith 5-FU/platinum,mutations inDDR geneswere associatedwith LTS
(p = 0.04). KRAS mutational status was prognostic (Table; p = 0.02 for OS). Surprisingly, KRAS
wild type (WT) pts had poorer PFS/OS compared to KRAS-mutated pts. However, 3/12 KRASWT
pts, all with Class II BRAF and TP53 loss-of-function (LOF) mutations, were unable to tolerate
any systemic therapy. In 3 KRASWT pts with LTS, 2 had mutations in DDR genes and TMB. 10
Mut/Mb, while 2 hadmutations in CCR genes. Multivariate analysis confirmed improved LTS of
pts harboring KRAS G12R compared to G12D (OR 0.22, 95% CI 0.07-0.72, p = 0.01). TP53 was
mutated in 75% of pts (18% gain-of-function [GOF]). WT TP53 was associated with improved
survival (mOS 10.7 vs 5.0 months, HR 0.60, 95% CI 0.43-0.84). Interestingly, in pts receiving
gem +/- nab-P, LTS was lacking in those with TP53 GOF mutations but not LOF mutations
(p = 0.13), a trend not seen in pts receiving 5-FU/platinum. Conclusions:Herein we show novel
prognostic and predictive significance of genomic alterations in mPDAC. Heterogeneity exists
in KRAS WT pts with BRAF and TP53 mutations conferring poorer prognosis and DDR and CCR
genemutations associatedwith LTS.KRASG12D is associatedwithworse outcomes compared to
G12RwhileG12V is intermediate. Ptswith TP53GOFmutationsmay benefit from5-FU/platinum
upfront. Research Sponsor: None.

KRAS mutational status, frequency, and survival.

KRAS Status N % mPFS (months) mOS (months)

WT 12 7.5 3.1 3.5
G12C 2 1.2 2.1 2.1
G12D 70 43.5 5.0 6.6
G12R 25 15.5 9.7 13.2
G12V 36 22.4 4.9 10.5
Q61H/R 14 8.7 4.3 5.6
Other 2 1.2 5.5 7.8
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Interpretable artificial intelligence-driven selection of doublet chemotherapy reg-
imens as second-line treatment in patients with advanced pancreatic cancer.

Letizia Procaccio, Guido Giordano, Federico Nichetti, Michele Milella, Mario Scartozzi, Silvio Ken Garattini, Monica Niger, Caterina Vivaldi, Ferdinando De Vita,
Andrea Pretta, Matteo Landriscina, Carmelo Carlo Arcara, Sara Sperotto, Lisa Salvatore, Roberto Bianco, Alberto Zaniboni, Arianna Fumagalli, Francesca Bergamo,
Davide Melisi, Sara Lonardi; Veneto Institute of Oncology IOV, IRCCS, Padua, Italy; Policlinico Riuniti di Foggia, Unit of Medical Oncology and Biomolecular Therapy and
University of Foggia, Department of Medical and Surgical Sciences, Foggia, Italy; Division of Oncology, Verona University and Hospital Trust (AOUI Verona), Verona, Italy;
Medical Oncology Unit, University Hospital and University of Cagliari, Cagliari, Italy; Department of Oncology, Academic Hospital of Udine ASUFC, Udine, Italy; Fondazione
IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Azienda Ospedaliero-Universitaria Pisana - Department of Translational Research and New Technologies in Medicine and
Surgery, Pisa, Italy; Division of Medical Oncology, Department of Precision Medicine, University of Campania “L.Vanvitelli”, Naples, Italy; Medical Oncology, University of
Cagliari, University Hospital, Cagliari, Italy; Unit of Medical Oncology and Biomolecular Therapy, University of Foggia, Department of Medical and Surgical Sciences, Foggia,
Italy; Medical Oncology and Supportive Care Unit, La Maddalena Cancer Center, Palermo, Italy; Medical Oncology, Comprehensive Cancer Center, Fondazione Policlinico
Universitario, Agostino Gemelli, IRCCS, Roma, Italy; Medical Oncology, University of Federico II, Naples, Italy; Oncology, Fondazione Poliambulanza, Brescia, Italy;
Department of Medical Oncology, Centro di Riferimento Oncologico (CRO) - National Cancer Institute, IRCCS Aviano, Aviano, Italy; Digestive Molecular and Clinical
Oncology Research Unit, University of Verona, Verona, Italy

Background: Guidelines recommend second-line (2L) doublet chemotherapy, NALIRI (lipo-
somal irinotecan + 5-fluoruracil and leucovorin), FOLFIRI or FOLFOX, for patients (pts) with
metastatic pancreatic ductal adenocarcinoma (mPDAC) after failure of gemcitabine+Nab-
paclitaxel (GemNabP). A head-to-head comparison between doublets has not been performed.
We aimed to apply interpretable artificial intelligence (IAI, i.e., AI systems in which the
prescription logic can be understood) methods on real-world data to establish which pts
should receive NALIRI vs other doublets to maximize the benefit in this setting. Methods: In
this observational cohort study, we compared progression-free survival (PFS) of consecutive
pts with mPDAC who received 2L doublets after GemNabP failure at 42 Italian centers between
2013 and 2023. The dataset was randomly split into a training set (70%) and a test set (30%). In
the former, a counterfactual Cox proportional hazardmodel, including baseline characteristics
to infer the 12-month PFS probability for a given patient under each regimen, was trained. An
Optimal PolicyTree (OPT), a state-of-the-art IAI-basedmethod,was used to read the complete
reward matrix by training a decision tree with the counterfactual predictions, and OPT
recommendations were validated in the test set. The potential gain of the new policy was
evaluated by 12-month PFS net-benefit curves. Results: Among 571 eligible pts, 209 (36.6%),
209 (36.6%) and 153 (26.8%) received NALIRI, FOLFOX and FOLFIRI, respectively. Median PFS
was similar among the three groups (3.3 months for NALIRI, 3.5 months for FOLFOX and
3.6 months for FOLFIRI), with a long-term benefit observed only in the NALIRI group (12-
month PFS 12.0% vs 2.6% for FOLFIRI and 5.2% for FOLFOX). TheOPT recommendedNALIRI as
the preferred regimen for pts with pancreatic head/body cancers, with ECOG PS 0 or with
Ca19.9 , 109 U/ml if ECOG PS . 0. The net-benefit curves revealed that the OPT consistently
outperformed the uniform strategies of administering either NALIRI or FOLFOX/FOLFIRI to all
pts, attaining a 2.5 percentage-point net-benefit at a threshold probability of roughly 9%.
Conclusions: Our findings show that 2L NALIRI can offer long-term PFS advantage in a
subgroup ofmPDAC pts compared with other doublets. The AI-derived policy provides a higher
net benefit than treating all pts with NALIRI, avoiding unnecessary clinical and financial
toxicity. Research Sponsor: None.
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First safety analysis of an open-label, single arm phase II trial investigating the
efficacy, safety and quality of life of neoadjuvant chemotherapy with liposomal
irinotecan combined with oxaliplatin and 5-fluoruracil/folinic acid followed by
curative surgical resection in patientswith hepatic oligometastatic adenocarcinoma
of the pancreas (HOLIPANC).

Dirk Thomas Waldschmidt, Nam Gyu Im, Alexander Damanakis, Thomas Schmidt, Albrecht Meyer zu Schwabedissen, Alexander Quaas, Linde Kehmann, Burkhard Deuß,
Swantje Held, JensWerner, Christoph Roderburg, Sophia Chikhladze, Sören T. Mees, Jens Werner, Ulrich Ronellenfitsch, Georg Wiltberger, Rosa Klotz, Christoph Neumann-
Haefelin, Christiane J. Bruns, Florian Gebauer; Universitätsklinikum Köln, Cologne, Germany; University Hospital Cologne, Cologne, Germany; University of Cologne,
Cologne, Germany; Servier Deutschland GmbH, München, Germany; ClinAsses Inc, Leverkusen, Germany; ClinAssess GmbH, Leverkusen, Germany; University of
Regensburg, Regensburg, Germany; Clinic for Gastroenterology, Hepatology & Infectious Diseases, University Hospital of Düsseldorf, Düsseldorf, Germany; University of
Freiburg, Freiburg, Germany; Klinikum Dresden, Dresden, Germany; Department of General, Visceral and Transplant Surgery, University Hospital, LMU Munich, Munich,
Germany; University Hospital Halle (Saale) and Medical Faculty of the Martin-Luther-University Halle-Wittenberg, Halle (Saale), Germany; University of Aachen, Aachen,
Germany; University of Heidelberg, Heidelberg, Germany; Department of General, Visceral, Cancer and Transplantation Surgery, University Hospital of Cologne, Cologne,
Germany; University Hospital Wuppertal - University of Witten/Herdecke, Wuppertal, Germany

Background: Aim of the prospective single arm HOLIPANC trial (NCT04617457) is to evaluate
the efficacy and safety of multimodal treatment in pancreatic oligometastatic disease.
Methods: Patients with hepatic oligometastatic pancreatic cancer receive up to 8 cycles of a
combination of liposomal irinotecan (nal-IRI, 50mg/m2) with 5-fluouracil (5-FU 2400mg/
m2)/folinic acid (FA, 400mg/m2) and oxaliplatin (OX, 60mg/m2) (Nal-IRIFOX) as neoadjuvant
therapy followed by curative intended surgical resection of the primary tumor and liver
metastases. Here, we present the first preplanned safety analysis with patients (pts) that were
enrolled between 10/2021 and 04/2024. Results: A total of 56 pts were included in the analysis,
ofwhich 43 (77%) pts received at least 4 cycles and 16 (29%) pts 8 cycles of chemotherapy. Dose
reductions of nal-IRI were required in 24 (43%) pts. Treatment-emergent adverse events
(TEAE) were observed in 52 (93%) pts, 40 (72%) TEAEs were related to the neoadjuvant
chemotherapy. Grade 3-4 TEAEs occurred in 30 (54%) pts,most commonwere gastrointestinal
disorders, i.e. diarrhoea (n = 5), vomiting (n = 4) and nausea (n = 4). Hepatobiliary disorders
(cholangitis (n= 5), cholestasis (n=4)) and increased gamma-glutamyltransferase (n =4)were
also frequent but generally not considered in relation to the chemotherapy. Grade 3 anemia and
leukopenia were observed in 3 (5%) and 2 (4%) pts respectively. Serious TEAEs occurred in 23
patients (41%). Next to the above mentioned gastrointestinal and hepatobiliary disorders,
dehydration (n = 3) and infections (n = 2) were the remaining recurring events. At the time of
analysis, resection was performed in 20 pts (36%). Overall postoperative complications oc-
curred in 7 pts (35%), n = 2 (10%)were classified as Dindo-Clavien grade$ 3. Clinically relevant
pancreatic fistula was shown in 1 patient (5%). While there were no deaths related to chemo-
therapy or surgery, 2 pts died because of tumor progression during follow-upwithin 28 days of
chemotherapy administration or surgery. Conclusions: This analysis shows for the first time
safety data from a prospective clinical trial of multimodal treatment in oligometastatic pan-
creatic cancer. As we show, the concept of neoadjuvant chemotherapy followed by surgery is
safe, the toxicity and overall morbidity is not elevated compared to available data from the
NAPOLI-3 trial, even in combination with a following tumor resection after neoadjuvant
treatment. Clinical trial information: NCT04617457. Research Sponsor: None.
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Circulated T-cell exhausted subtypes to predict response in PDAC patients.

Anastasia Xagara, Konstantina Vasilieva, Alexandros Kokkalis, Alexandros Lazarou, Stamatia Perifanou-Sotiri, Chrysovalantis Aidarinis, Evangelia Chantzara,
Ioannis Samaras, Filippos Koinis, Vasileios Papadopoulos, Ioannis S. Pateras, Athanasios Kotsakis; Laboratory of Oncology, School of Health Sciences, University of
Thessaly, Larissa, Greece; Department of Medical Oncology, University Hospital of Larissa, Larissa, Greece; Medical Oncology Department, University Hospital of Larissa,
Larissa, Greece; Department of Pathology, “Attikon” University Hospital, Athens, Greece; University General Hospital of Larissa and Faculty of Medicine, School of Health
Sciences, University of Thessaly, Larissa, Thessaly, Greece

Background: In-depth analysis of T-cell exhausted subsets in the circulation of Pancreatic
Ductal Adenocarcinoma (PDAC) patients may provide insights into novel therapeutic options
and predictive biomarkers. We performed a detailed immunophenotypic analysis for both
early-stage (resectable) and metastatic (unresectable) PDAC patients. Additionally, different
T-cell populations were correlated with clinical outcome.Methods: Fifty-five treatment naive
PDAC patients, twenty-five of which had resectable disease, and ten healthy donors (HD) were
enrolled. Peripheral Blood Mononuclear Cells (PBMCs) were isolated and stained with
fluorochrome-conjugated monoclonal antibodies. Multicolor flow cytometry was performed
to determine differences between T-cell populations and their correlation with clinical out-
come. Results: Advanced disease patients that harbored high percentages of CD4+PD-1+ Teff

cells had longer PFS (median: 190 vs. 100 days, p:0.030) and OS (median: 250 vs. 170 days, p:
0.041) while for early-stage patients high percentages of CD8+PD-1+Teff displayed longer DFS
(median: 422 vs. 200 days, p:0.044) andOS (median: Und vs. Unddays, p:0.041). For early-stage
patients, high percentages of both CD4+ and CD8+ T-cells expressing PD-1+TCF1+ (exhausted
cells) were predictive for survival (CD3+CD4+PD-1+TCF1+: med. Und vs. 277 days, p:0.0041) and
(CD3+CD8+PD-1+TCF1+:med. Und vs. 390 days, p:0.042). Additionally, expression levels of PD-1
(MFI levels)were substantially elevated in thePD-1+TCF1- subset for both early stage CD3+CD4+

(p:0.026), CD3+CD8+ (p: = 0.006) and advanced-stage, (p:0.0001 and p:0.045, respectively),
implying that terminally exhausted (PD-1+TCF1-) T-cells exhibit higher PD-1 expression than
primarily exhausted (PD-1+TCF1+). For advanced stage patients, high levels of CD57+, amarker
of terminally differentiated T-cells, in CD3+CD8+ were associated with improved PFS (118 vs.
92 days, p:0.178)and OS(271 vs. 152 days, p: 0.019), CD3+CD8+PD-1+TCF1+ ( PFS: med. 260 vs.
60 days, p = 0.0063 ; OS: 271 vs. 90 days, p: 0.003) and CD3+CD8+PD-1+TCF1- T-cells (PFS:med.
188 vs. 80 days, p = 0.0459 ; OS: 271 vs. 107 days, p = 0.0429). CD57+ T-cells were not correlated
with response in early-stage patients. Conclusions: T-cell exhaustion represents ineffective
immune response and in both early and advanced-stage PDAC may predict clinical outcome
offering opportunities for innovative therapeutic options for this fatal disease. Research
Sponsor: None.
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USP22 as promoter of Treg cell infiltration and modulator of immunotherapy
efficacy through the PIAS1/P65/CCL22 pathway in pancreatic cancer.

Aman Wang, Henan Qin, Zhen Ning, Jiwei Liu; First Affiliated Hospital of Dalian Medical University, Dalian, China/Liaoning, China; The First Affiliated Hospital of Dalian
Medical University, Dalian, China/Liaoning, China; Department of Medical Oncology/The First Affiliated Hospital of Dalian Medical University, Dalian, China/Liaoning, China

Background: Immune checkpoint inhibitors targeting PD-1 and CTLA-4 have shown success in
various cancers; however, their efficacy in pancreatic cancer remains limited, likely due to its
immunosuppressive microenvironment. Treg cells are crucial in tumor immune evasion and
suppression. Targeting Treg cells is an emerging strategy in pancreatic cancer immunotherapy.
Recent studies show that USP22 (Ubiquitin-Specific Protease 22) regulates immunity by
deubiquitinating key proteins like PD-L1 and STAT1 in tumor cells, while in Treg cells,
USP22 controls FoxP3, modulating Treg cell function. This study aims to explore how
USP22 regulates the immune microenvironment in pancreatic cancer and identify potential
targets to enhance immune checkpoint blockade responses. Methods: Bioinformatics analysis
of tissuemicroarrays and the TCGA database was used to assess the correlation between USP22
and Treg cell infiltration in pancreatic cancer. 2. Tumorigenicity assays, immunohistochem-
istry, and flow cytometry were performed in C57BL/6mice to determine the effect of USP22 on
Treg cell infiltration. 3. Transcriptomic and proteomic analyses were conducted to explore the
mechanisms by which USP22 regulates Treg cell infiltration. 4. In vitro experiments, including
Western blot, qRT-PCR, immunofluorescence, deubiquitination assays, and chromatin im-
munoprecipitation, were used to identify the specific mechanisms of USP22 in regulating Treg
cell infiltration. 5. The combination of PD-1 monoclonal antibody and nab-paclitaxel chemo-
therapywas tested to determine if targeting USP22 improves immunotherapy efficacy.Results:
Immunohistochemistry and bioinformatics analysis revealed a significant positive correlation
between USP22 expression and Treg cell infiltration in pancreatic cancer. 2. Tumorigenicity
assays in C57BL/6mice showed that USP22 promotes tumor growth and Treg cell infiltration. 3.
Transcriptomic analysis found a strong association between USP22 and the TRAF1/NF-kB
signaling pathway as well as CCL22 expression. 4. In vivo and in vitro experiments confirmed
that USP22 activates TRAF1/NF-kB signaling and increases CCL22 release, promoting Treg cell
infiltration. 5. USP22 deubiquitinates PIAS1, inhibiting its nuclear translocation and activating
p65. 6. USP22 knockdown improved therapeutic responses to combined immunotherapy (PD-1
inhibitors) and chemotherapy (nab-paclitaxel). Conclusions: USP22 promotes Treg cell in-
filtration in pancreatic cancer by deubiquitinating PIAS1, inhibiting its nuclear translocation,
and activating the TRAF1/NF-kB signaling pathway, which leads to CCL22 release. Targeting
USP22 could inhibit cell proliferation, promote apoptosis, and remodel the immune micro-
environment, enhancing the efficacy of immune checkpoint blockade therapy. Research Spon-
sor: None.

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY



LBA4175 Poster Session

NAPOLI 3, a phase 3 study of NALIRIFOX in patients with metastatic pancreatic
ductal adenocarcinoma (mPDAC): Final overall survival (OS) analysis and char-
acteristics of the long-term survivors.

Vincent Chung, Mark D. Kochenderfer, Nagendra Natarajan, Grant Richard Williams, Ashley Ann Laursen, Paul Cockrum, Whitney Rhodes, Andy Surinach, Li Zhang, Jia Li,
Fiona Maxwell, Eileen M. O’Reilly, Zev A. Wainberg, Alice Zervoudakis; City of Hope, Duarte, CA; Blue Ridge Cancer Care, Roanoke, VA; Nebraska Cancer Specialists, Omaha,
NE; The University of Alabama at Birmingham, Birmingham, AL; Ipsen, Cambridge, MA; Ipsen Biopharmaceuticals, Inc., Cambridge, MA; Genesis Research Group, Hoboken,
NJ; Genesis Research, Hoboken, NJ; Ipsen, London, United Kingdom; Memorial Sloan Kettering Cancer Center, New York, NY; University of California, Los Angeles, Medical
Center, Los Angeles, CA

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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Biomarkers of response to immunotherapy in pancreatic ductal adenocarcinoma
(PDAC) with homologous recombination deficiency (HRD).

Clara J. Oh, Kieran Sweeney, Andrew Elliott, George W. Sledge Jr., Vaia Florou, Moh’d M. Khushman, Emil Lou, Rachna T. Shroff, Marcus Smith Noel, Brandon Huffman,
Harshabad Singh, Erkut H. Borazanci, Gretel Terrero, Nipun B. Merchant, Piyush Kumar Sharma, Anna Bianchi, Ramiro Verdun, Luis Nivelo, Jashodeep Datta,
Peter Joel Hosein; University of Miami Sylvester Comprehensive Cancer Center, Miami, FL; Caris Life Sciences, Irving, TX; Huntsman Cancer Institute, University of Utah
Health, Salt Lake City, UT; Washington University in St. Louis/Siteman Cancer Center, St. Louis, MO; Division of Hematology, Oncology and Transplantation, University of
Minnesota, Minneapolis, MN; University of Arizona Cancer Center, Tucson, AZ; Lombardi Comprehensive Cancer Center, Georgetown University Medical Center,
Washington, DC; Dana-Farber Cancer Institute, Boston, MA; HonorHealth Research Institute, Scottsdale, AZ

Background: PDAC is associated with a paucity of immune effector cells, low antigenicity, and
immunosuppressive factors in the tumor microenvironment (TME); consequently, treatment
of unselected PDAC patients with immune checkpoint inhibitors (ICIs) has been ineffective. In
HRD-PDAC, dual PD-1/CTLA-4 ICI therapy has a response rate of 14-42%. In this study, we
investigated biomarkers of immunotherapy response in PDAC tumors with HRD.Methods: We
generated a murine model of HRD-PDAC and performed transcriptomic analysis of mouse
responders versus non-responders to ICI therapy to identify biomarkers of response. DNA and
RNA sequencingwas also performed for patient tumor samples submitted to Caris Life Sciences.
Samples harboring pathogenic or likely pathogenic (P/LP) BRCA1, BRCA2 or PALB2 mutations
were classified HRD, the remaining samples non-HRD. Microsatellite instability-high neo-
plasmswere excluded. TMB-High (TMB-H)wasdefined as$10mutations/Mb. PD-L1 positivity
was determined by IHC (SP142,$2+,$5%).High genomic loss of heterozygosity (gLOH-H)was
defined as LOH at $16% of segments analyzed (up to 552). Immune cell infiltration was
estimated by RNA deconvolution using quanTIseq. Mann-Whitney U, Fisher’s Exact, or Chi-
squared tests were used to determine statistical significance (p), with multiple comparisons
corrections as appropriate (q). Results: In murine HRD-PDAC tumors, chronic platinum
exposure was a biomarker for response to ICI. Responding tumors had differential enrichment
of cytosolic DNA sensing and cGAS-STING-related pathways, and secretomes significantly
enriched for the T-cell attractant chemokines CXCL9 and CXCL10. Of 6396 human PDAC
samples, 4.2% were HRD (2.7% BRCA2, 0.9% BRCA1, 0.6% PALB2 P/LP), and 95.8% non-
HRD. Compared to the non-HRD cohort, the HRD cohort was younger (median age: 66 vs 68
years, p = 0.0006), had lower prevalence of TP53 (57.4% vs 79.0%, q, 0.0001), CDKN2A (14.1%
vs 24.7%, q = 0.0062), and RNF43 (0.8% vs 5.8%, q = 0.0322) mutations, and was more
frequently PD-L1+ (21.7% vs 14.0%, q = 0.0460), TMB-H (6.4% vs 1.9%, q = 0.0001), and
gLOH-H (41.2% vs 9.5%, q, 0.0001). Median infiltration ofM1macrophages was higher in the
HRDcohort (6.2%vs 5.3%, p=0.0028),while that ofM2macrophageswas lower (2.9%vs 3.3%,
p = 0.0081).TheHRD cohort demonstrated higher median expression measured in transcripts
per million of CGAS (6.3 vs 5.4 TPM, p = 0.0002), CXCL9 (2.19 vs 1.60 TPM, p = 0.0015), and
CXCL10 (4.65 vs 3.65 TPM, p = 0.0308), phenocopying observations in the murine model.
Conclusions: PDAC tumors associated with canonical HRD variants (BRCA1/2, PALB2) have
distinct genomic, transcriptomic, andTME featureswhich are immune-permissive and explain
the sensitivity of this subgroup of patients to ICI therapy. Understanding the underlying
mechanisms could inform strategies to broaden the impact of ICI in this population. Research
Sponsor: None.
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Interim open-label phase 1 results of misetionamide (GP-2250): A small molecule
antineoplastic targeting three major transcription factors.

Anup Kasi, Jose Luis Iglesias; University of Kansas Cancer Center, Fairway, KS; APEX Oncology Consulting, Inc., Oakville, ON, Canada

Background: GP-2250 is a novel antineoplastic agent demonstrating effective activity on
preclinical pancreatic cancer models alone or in combination with gemcitabine, and inhibits
c-MYC, NFkB, and HIFa in cancer cells at clinically achievable concentrations. This open-label
phase 1 trial (NCT03854110) evaluates the safety and tolerability of escalating doses of GP-2250
in combinationwithgemcitabine as a second-line treatment in adultswith advancedpancreatic
adenocarcinoma that experienced disease progression with 5-FU based chemotherapy.
Methods: GP-2250 dose escalation (starting dose 250mg escalating up to 40 g IV once weekly)
followed a Bayesian Optimal Interval design which transitioned to a 3+3 design. A 1-week run-
in of GP-2250was followed by a full cycle (3 weeks on, 1 week off) of GP-2250 plus gemcitabine
treatment for each of 11 dose cohorts. Single-patient cohorts with 100% escalation between
cohorts were enrolled until the first DLT (or cohort 4), followed by 3 patient cohorts with
35%245% escalation between cohorts. The DLT assessment period was 5 weeks at each dose.
Patients were treated until disease progression or development of unacceptable toxicity.
Primary endpoints were safety and tolerability of GP-2250 monotherapy and in combination
with gemcitabine. Secondary and exploratory endpoints were preliminary efficacy, pharma-
cokinetics, and pharmacodynamic blood markers. Results: To date, 52 patients have been
enrolled. Five serious adverse events were reported in 3 patients (2 CVAs, pneumonia, and
abdominal and flank pain in 2 patients), none attributed to GP-2250. Three patients discon-
tinued treatment: 1 disease hyperprogression (at 11 g GP-2250) and 2 neutropenia (at 21 g GP-
2250), with only 1 event of grade 3 neutropenia “possibly” attributed to GP-2250. In summary,
the addition of GP-2250 did not significantly alter the safety and tolerability expected of
gemcitabine alone. Twelve patients (23%) had progression-free survival (PFS) of$16weeks, or
twice as long as historical gemcitabine treatment alone; 7 patients (13%) had PFS of 24 weeks,
and 4 (8%) had PFS of 32 weeks. One patient survived . 2 years while receiving treatment.
Seventeen patients (33%) achieved stable disease and 6 (12%) achieved a partial response by
RECIST criteria. While the blood half-life of GP-2250 is ~5 hours, mTOR and AKT biomarker
data indicate that the biological half-life is longer, at 4–5 days. These data are within the
concentrations and times required for cytotoxicity in all cancer cell lines tested with GP-2250.
Conclusions: GP-2250/gemcitabine combination therapy showed encouraging safety and
tolerability and favorable PFS outcomes compared to gemcitabine alone. These promising
results in a historically difficult to treat pancreatic cancer populationwarrant progress to later-
stage studies. This study is funded by Geistlich Pharma AG. Clinical trial information:
NCT03854110. Research Sponsor: Geistlich Pharma AG.
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Concurrent mutations in DNA damage repair genes BRCA1, POLE, ATM and FANCA to
predict overall and progression-free survival for patients (pts) with metastatic
pancreatic ductal adenocarcinoma (mPDAC) treated with chemotherapy in com-
bination with dual checkpoint inhibition in the CCTG randomized PA.7 trial.

Daniel John Renouf, James T. Topham, Jonathan M. Loree, Dongsheng Tu, David F. Schaeffer, Jennifer J. Knox, Petr Kavan, Derek J. Jonker, Stephen Welch, Felix Couture,
Frederic Lemay, Mustapha Tehfe, Mohammed Harb, Nathalie Aucoin, Yoo-Joung Ko, Patricia A. Tang, Pan Du, Shidong Jia, Sharlene Gill, Christopher J. O’Callaghan; BC
Cancer, Vancouver, BC, Canada; Pancreas Centre BC, Vancouver, BC, Canada; BCCA - Vancouver Cancer Centre, University of British Columbia, Vancouver, BC, Canada;
Canadian Cancer Trials Group, Queen’s University, Kingston, ON, Canada; Department of Pathology & Laboratory Medicine Vancouver General Hospital, Vancouver, BC,
Canada; Princess Margaret Cancer Centre, University Health Network & University of Toronto, Toronto, ON, Canada; Jewish General Hospital-Sir Mortimer B. Davis Jewish
General Hospital, Montreal, QC, Canada; The Ottawa Hospital Cancer Centre, Ottawa, ON, Canada; London Health Sciences Centre, London, ON, Canada; CHU de Québec,
Quebec, QC, Canada; Centre Hospitalier Universitaire de Sherbrooke (CHUS), Sherbrooke, QC, Canada; Centre Hospitalier de l’Université de Montréal, Montreal, QC, Canada;
The Moncton City Hospital, Moncton, NB, Canada; Cite de la Sante, Laval, QC, Canada; St. Michael’s Hospital, Unity Health Toronto, Toronto, ON, Canada; University of
Calgary, Calgary, AB, Canada; Predicine, Inc., Hayward, CA; BC Cancer - Vancouver, Vancouver, BC, Canada

Background: CCTG PA.7 (NCT02879318) was a randomized phase II trial comparing gemcita-
bine (G) and nab-paclitaxel (N) with and without dual immune checkpoint inhibition with
durvalumab (D) and tremelimumab (T) as 1st-line therapy in pts withmPDAC.Matched plasma
and tissue-based sequencing was performed for exploratory correlative biomarker analysis.
Methods:Pts receivedG+N+D+T (n= 11 run-in, 119 randomized, 2:1 randomization) orG+N (n=
61). Long-term trial analysis was performed with a median follow-up time of 81.6 months.
Correlative analysis was performed for pts with baseline ctDNA sequencing using a 600-gene
PredicineATLAS panel (n = 173), with a subset having matched archival tissue available for
whole-genome sequencing (WGS; n = 46). Cox-based elastic net regression models were used
to identify and rank combinations of mutations by their ability to predict survival hazard.
Results: Long-term follow up analysis demonstrated no significant difference in median
overall survival (mOS) between pts randomized to G+N+D+T vsG+N (9.8 vs 8.8months; hazard
ratio (HR) = 0.88; p = 0.46).Median progression-free survival (mPFS)was also not significantly
different between treatment arms (5.5 vs 5.4 months, respectively; HR = 0.95, p = 0.77).
Landmark analysis demonstrated 4-year survivorship of 5.4% in pts treated with G+N+D+T
arm compared to 1.6%with G+N (p = 0.07). Two ormore ctDNA-basedmutations (somatic and
germline considered separately) in DNA damage repair (DDR) genes BRCA1, POLE, ATM or
FANCAwaspresent in 18/173pts (10.4%)andwas associatedwith improvedOSwithG+N+D+T vs
G+N (mOS 26.2 months vs. 7.1 months; HR = 0.22 [0.07-0.7]; p = 0.0041, p-interaction = 0.012)
as well as PFS (mPFS 14.6 vs. 4.6; HR = 0.17 [0.05-0.6]; p = 0.0020, p-interaction = 0.0070). In
pts treated with G+N+D+T, partial response (PR) was seen in 63.6% of pts with $2 DDR gene
mutations compared to 26.9% in other pts (p = 0.033), and this effect was not observed with
G+N (p = 0.18). The DDR gene biomarker was validated in 5/6 (83%) biomarker-positive
samples using archival tissue WGS. Conclusions: The presence of $2 DDR gene mutations
was strongly associatedwith benefit from the combination of chemotherapywith dual immune
checkpoint inhibitor therapy, and pts with this signature had prolonged mOS of over 2 years.
This represents the first prospective study in PDAC to define a predictive biomarker beyond
mismatch repair deficiency for benefit from immune checkpoint therapy. Given the long-term
survival noted in this subgroup, assessment of DDR genemutations could be considered as part
of routine standard of care testing for mPDAC pts. Clinical trial information: NCT02879318.
Research Sponsor: Predicine; Astra Zeneca; Canadian Cancer Trials Group.
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Clinical outcomes and molecular characteristics of patients with metastatic pan-
creatic ductal adenocarcinoma according to involved metastatic sites.

Mahmoud M.G. Yousef, Sali Albarouki, Ahmed Elhariri, Guglielmo Vetere, Mohammad Mahdi Fanaeian, Mark W. Hurd, Paul Roy, Kristin Alfaro, Abdelrahman M.G. Yousef,
Brandon George Smaglo, Robert A. Wolff, Matthew H.G. Katz, Rebecca A. Snyder, Shubham Pant, Jason Willis, Ryan W. Huey, Michael J. Overman, Ethan B. Ludmir,
John Paul Y.C. Shen, Dan Zhao; The University of Texas MD Anderson Cancer Center, Houston, TX; Baylor College of Medicine, Houston, TX; Department of Gastrointestinal
Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; University of New Mexico Hospital, Albuquerque, NM; Department of Surgical
Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Cancer NW Clin & Acad Dev, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: It is well documented that Pancreatic ductal adenocarcinoma (PDAC)metastasize
to the liver had worse outcome than to the lung, but the molecular basis was less clear. We
employ a large Real-World Evidence dataset to evaluate clinical andmolecular features of PDAC
according to involved metastatic sites. Methods: The Foundry software platform was used to
query electronic medical records of patients with metastatic PDAC who underwent Next-
Generation Sequencing (NGS) at MD Anderson. Involved metastatic sites were extracted using
natural language process from imaging reports then manually verified. Overall survival (OS)
was calculated from date of diagnosis. Results: We identified 1,095 patients with metastatic
PDAC diagnosed between May 2003 and Oct 2024. Median follow up was 41.8 months and
median OS was 22.8 (95%CI: 20.2-25.2) months. Most patients (52.9%) had multiple meta-
static sites including liver, 28.5% had liver only metastases, while 8.7% had lung only me-
tastases. 10% had metastases not including liver. Patients with lung only metastasis had the
best outcomes (median = 57.6 months, HR = 0.37 relative to liver only, 95%CI = 0.27-0.52, p =
9.3e-9), followed by patients with metastases not involving liver (median = 41.3 months, HR =
0.65, 95%CI = 0.49-0.87, p = 0.003). Patients with liver only metastasis (median OS =
19.5 months) had similar survival to those with multiple sites including liver (median =
19.3 months, HR = 1.1, 95%CI = 0.96-1.4, p = 0.13). TP53 was more frequently mutated in
patients with liver only metastasis (84%) and multiple metastases including liver (85%)
compared to patients with lung only (73%) and multiple sites not including liver (67%, p =
9.3e-5). GNAS showed lower frequency (5%) in patients with liver only and patients with
multiplemetastasis including liver (2%) compared to patientswith lung only (8%) or non-liver
metastases (10%, p = 0.003). In patients with liquid biopsy (n = 240), lung only metastasis
showed significantly lower positivity rate for mutation detection (50% vs 65% for liver only,
62% for other or multiple not including liver and 79% for multiple including liver, p = 0.009),
and lower TP53 detection rate (23% for lung only vs 46% for liver only, p = 0.02). The frequency
of KRAS mutation and mutant allele distribution were not significantly different in tissue NGS.
However, patients with lung onlymetastasis showed significantly less frequent KRASmutation
detection by liquid biopsy (10%vs 52% in liver onlymetastasis, p = 9.6e-4). Conclusions: PDAC
patients without liver metastasis have markedly improved OS relative to patients with liver
metastasis, and lower rates of TP53mutation. Similar frequencies of KRASmutationwere found
in different patients by tissue testing. However, patients with lung only metastasis had lower
positivity rate of ctDNA, and lower detection rate of KRAS mutation by liquid biopsy. Research
Sponsor: None.
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Pancreatic cancer mortality trends (2018-2023): Exposing racial inequities in
Michigan’s cancer burden.

Mekdes Asfaw, Ayushi Garg, Pranav Chalasani, Ramya Vasireddy, Jessica Worley, Pragnan Kancharla; Wayne State University, Rochester Hills, MI; Wayne State University,
Troy, MI; MedStar Health Georgetown University, Baltimore, MD; Henry Ford Health System, Detroit, MI; Medstar Franklin Square, Baltimore, MD

Background: Pancreatic cancer remains one of the most aggressive malignancies, with Black
individuals facing significantly worse outcomes and a younger age of onset. Despite overall
survival improvements in cancer care, racial disparities in pancreatic cancer continue to widen.
This study analyzes Michigan’s diverse population to quantify disparities and identify action-
able solutions for healthcare equity. Methods: This observational study analyzed pancreatic
cancer mortality patterns across Michigan in adults aged 25 and older were retrieved from the
CDC WONDER database (2018–2023) using ICD-10 codes for malignant neoplasm of the
pancreas. Crude mortality rates (CMRs) and Age-adjusted mortality rates (AAMRs) per
100,000 were calculated by age, gender and race, with 95% confidence intervals (CI) for
precision to assess racial disparities in mortality outcomes. Temporal trends and annual
percentage changes (APCs) were analyzed using Joinpoint regression. Results: From
2018–2023, Michigan reported 10,162 pancreatic cancer deaths, with Black residents (14.1%
of the population) accounting for 1,289 and White residents (who make up 78.9%) for 8,664
deaths. Overall, CMR was higher for White residents (18.26 per 100,000) than Black residents
(15.21 per 100,000) who experienced a sharper rise in AAMR, increasing by 8.10% [14.36
(13.55–15.16)] compared to 4.92% [12.36 (12.10–12.63)] for White residents. For Black resi-
dents, CMRs increased with age, rising from 8.14 per 100,000 (45-54 years) to 105.78 per
100,000 (85+ years), peaking at 69.46 (65-74 years) and 95.37 (75-84 years). White residents
had lower CMRs overall, starting at 1.48 per 100,000 (35-44 years) and gradually increasing to
115.28per 100,000 in the85+group.InWashtenawCounty, Black residentshad a rate of 14.01 per
100,000 and White residents 15.79 per 100,000 with similar trends in Genesee, Wayne, and
Ingham counties. Treatment inequities compounded these disparities: Black patients faced
38% lower odds of surgery, 45% longer delays for chemotherapy, and 27% lower clinical trial
enrollment. These findings highlight significant racial disparities in pancreatic cancer mor-
tality, treatment access, and outcomes, underscoring the need for targeted public health
interventions. Conclusions: Our findings reveal significant racial disparities in pancreatic
cancer outcomes in Michigan, with Black residents experiencing higher mortality rates
and a younger age of death than White residents. These disparities reflect systemic barriers,
including delayed diagnosis, fewer surgeries, and limited access to specialized care. Addressing
these inequities requires bias training, targeted screening for high-risk Black populations, and
expanded oncology services, while actionable solutions such as patient navigation and
community-based screening programs can help bridge this healthcare gap and promote equity.
Research Sponsor: None.
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Multimodal machine learning predictions of treatment response and survival in
advanced pancreatic cancer from the COMPASS trial.

Wei Quan, David Henault, Gun Ho Jang, Amy Zhang, Nicholas Light, Zongliang Ji, Anna Dodd, Julie Wilson, Grainne M. O’Kane, Rahul G. Krishnan, Steven Gallinger,
Masoom A. Haider, Jennifer J. Knox, Faiyaz Notta, Robert C. Grant; University Health Network, Toronto, ON, Canada; Faculté de Médecine - Universite de Montreal,
Longueuil, QC, Canada; PanCuRx Translational Research Initiative, Ontario Institute for Cancer Research, Toronto, ON, Canada; University of Toronto, Toronto, ON, Canada;
Princess Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, ON, Canada; Department of Computer Science, University of Toronto, Toronto,
ON, Canada; Ontario Institute for Cancer Research, Toronto, ON, Canada; Princess Margaret Cancer Centre, University Health Network & University of Toronto, Toronto, ON,
Canada; Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, ON, Canada

Background: Pancreatic cancer is an aggressive malignancy with limited therapeutic options
and a poor prognosis. Current approaches to prognostication are limited, especially in advanced
disease. We explored whether machine learning integrating multi-modal data could predict
outcomes in advanced pancreatic cancer. Methods: We developed and evaluated machine
learning models predicting disease control rate and one-year survival from the COMPASS trial
(NCT02750657). Datamodalities included clinical features, histopathology, radiology, RNAseq,
andwhole-genome sequencing (WGS). After pre-processing, we applied LASSO andXGBoost to
each modality and early and late fusion techniques. Hyperparameter tuning and performance
assessment were performed using repeated nested cross-validation. The PurIST RNAseq
classifier served as a baseline. Area under the curve (AUC) was the primary metric. Results:
The cohort included 260 patients (105 female; median age 64 [IQR 58–70]; 141 treated with
FOLFIRINOX, 97with gemcitabine and nab-paclitaxel). 170 (65%) achieved disease control and
168 (65%) survived at least one year. The performance of themachine learningmodels is shown
in the Table. Predictions from the unimodalmodels had limited correlationwith each other (the
maximum pairwise correlation averaged across folds was between clinical and histopathology
models, 0.21). The late fusion models up-weighted data modalities with stronger unimodal
performance. Conclusions: Multiple individual data modalities can predict outcomes in ad-
vanced pancreatic cancer, with PurIST serving as a strong baseline. Despite differing pre-
dictions across data modalities, multimodal integration did not improve prognostic
performance in this cohort. Research Sponsor: Ontario Institute for Cancer Research; Princess
Margaret Cancer Foundation; The Terry Fox Research Institute Marathon of Hope Cancer
Centres Network.

AUC for the PurIST baseline, the top 2 unimodal models, and the best fusion model for each outcome.

Outcome Data Modality AUC (95% confidence interval)

Disease control PurIST 0.69 (0.69, 0.70)
Radiomics 0.75 (0.72, 0.79)
RNAseq 0.71 (0.70, 0.72)

Fusion (late) 0.71 (0.69, 0.73)
One-year survival PurIST 0.63 (0.62, 0.63)

DNA mutations 0.64 (0.61, 0.66)
RNAseq 0.57 (0.55, 0.60)

Fusion (early) 0.61 (0.56, 0.66)
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Integrative analysis of tumor microenvironment in advanced pancreatic cancer:
Unraveling genomic and immune landscape for targeted therapies.

Catia Fava Gaspar, Grégoire Marret, Benson Z. Wu, Jeffrey Bruce, Simone C. Stone, Ben X Wang, Lillian L. Siu, Gun Ho Jang, Amy Zhang, Anna Dodd, Julie Wilson,
G. Zogopoulos, Elena Elimova, Raymond Woo-Jun Jang, Robert C. Grant, Faiyaz Notta, Steven Gallinger, Jennifer J. Knox, Grainne M. O’Kane, Erica S. Tsang; Division of
Medical Oncology and Hematology, Princess Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, ON, Canada; Division of Medical Oncology
and Hematology, Princess Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, Canada; University Health Network, Toronto, ON, Canada;
Princess Margaret Cancer Centre, University Health Network, Toronto, ON, Canada; Princess Margaret Cancer Centre, University Health Network, University of Toronto,
Princess Margaret Cancer Consortium, Marathon of Hope Cancer Centres Network, Toronto, ON, Canada; PanCuRx Translational Research Initiative, Ontario Institute for
Cancer Research, Toronto, ON, Canada; PrincessMargaret Cancer Centre, University Health Network, University of Toronto, Toronto, ON, Canada; PrincessMargaret Cancer
Centre, Toronto, ON, Canada

Background: An understanding of genotype and immunophenotype interactions in advanced
pancreatic ductal adenocarcinoma (PDAC) is important in designing combination strategies. In
addition, PDAC subtypes may harbor unique tumor immune microenvironments (TMEs) and
confer differential sensitivity toKRAS inhibitors (KRASi). We aimed to characterize the baseline
TME in advanced PDAC and its relationship with genomic, transcriptomic and clinical data.
Methods: The COMPASS trial (NCT02750657) investigated whole genome (WGS) and tran-
scriptome (RNA-Seq) sequencing in patients (pts) receiving first line therapy for advanced
PDAC. We performed multiplex immunohistochemistry (mIHC) to identify 5 immune cell
subtypes (CD8+/CD4+ T cells, Tregs, B cells and macrophages) and CIBERSORT, a deconvo-
lution method that uses gene expression profiles. Statistical analyses were performed using
STATA/R software and significance was defined as p-value , 0.05. Multivariate logistic re-
gression was used and KaplanMeier analyses evaluated impact on survival.Results: Of 268 pts,
62 had available tissue samples withmIHC,WGS, and RNA-Seq data (n = 21 primary biopsies, n
= 41metastases, 34/41 liver). All 62 pts hadKRASmutations (28G12D, 19G12V, 10G12R, 5 other)
and 29 had KRAS major or minor imbalances. 55 cases (88.7%) were classified as classical
subtype and HRDetecthi was seen in 10 pts, including 5 with BRCA1/2 mutations (4 germline, 1
somatic). In the overall cohort, differences between tumor and stroma were evident with
increased infiltration of CD8 and CD4 Tcells and Tregs in stroma (p, 0.001) and increased
macrophages (p=0.0343) in tumor. CIBERSORT in a subset of 51 pts demonstrated increasedM0
(p=0.0035) andM2macrophages (p=0.0067) in livermetastases compared toprimary samples,
suggesting a more immunosuppressive TME. A higher number of B cells were seen in lung
metastases (median 207.5 vs. 43.2 vs. 3.7 vs. 1.8 cells/mm2, p= 0.011) compared to abdominal
wall, peritoneum and liver, respectively. Pts with KRAS major imbalance (n =14, 3 basal like)
were found to have highermedian numbers of CD8+ (114.5 vs. 25.1 vs. 27.5 cells/mm2, p= 0.038)
and CD4+ Tcells (292.1 vs 133.4 vs. 97.4 cells/mm2, p= 0.005) when compared to minor/
balanced samples, respectively. Basal-like PDAC had fewermacrophages than classical subtype
(median 13.2 vs. 28.2 cells/mm2, p= 0.0103). On survival analysis, pts with HRDetectlo and
classical subtype with higher macrophage counts had a tendency towards increased survival
(medianOS: 11.8 vs. 9.5months, p=0.066).Conclusions:We identified increased CD8/CD4Tcell
infiltration in PDAC stroma, as well as in pts with KRASmajor imbalance. Immune cell profiling
may complementmolecular profiling as potential biomarkers andwarrants further study in this
context. Research Sponsor: PM2C/MOHCCN.
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BRCA1/2 and PALB2 short variants (SVs) contributed by clonal hematopoiesis (CH)
in liquid biopsies (LBx) from patients with advanced pancreatic cancer (PC).

Kim Anna Reiss, Katherine L. Nathanson, Alexander D. Fine, Derek W. Brown, Mary Gearing, Brennan J. Decker, Natalie Danziger, Jason D. Hughes, Chang Xu,
Bahar Yilmazel, Rebecca Hodges, Kimberly Johnson, Alexa Betzig Schrock, Amaya Gasco Hernandez, Hanna Tukachinsky; University of Pennsylvania, Philadelphia, PA;
Foundation Medicine Inc, Boston, MA; Foundation Medicine, Inc., Boston, MA; Foundation Medicine, Inc, Boston, MA; Foundation Medicine Inc., Boston, MA; Foundation
Medicine, Inc., Cambridge, MA

Background: CH results from fitness-enhancing mutations in hematopoietic stem cells. Many
CH somatic variants (SVs) are in cancer-associated genes, including ATM and CHEK2, which do
not have a homologous recombination deficiency (HRD) phenotype. SVs in well-established
HRD-associated genes like BRCA1/2 and PALB2 also appear in white blood cells as CH, albeit
more rarely. Herein, we report the prevalence of SVs of CH origin in these clinically relevant
genes that confound results of PC liquid biopsies (LBx) and study their association with HRD in
tissue biopsies from the same patients. Methods: This study uses a novel variant origin
prediction algorithm to classify the origin of each SV detected by FoundationOneLiquid CDx
as germline, tumor-somatic, or CH, using a combination of sample-specific and dataset-
learned features including fragmentomics (trained and validated against white blood cell
standard). 5,625 PC LBx sequenced during routine clinical care was used for broad prevalence
data. A subsetwithmatched tissuebiopsies (TBx, n=536)wasused to compare SVdetection and
trueHRD via HRDsig in TBx, a signature validated to predict response to PARP inhibitors across
multiple cancer types. Results: Among 303 PC LBx with a BRCA1/BRCA2/PALB2 SV, 52 (17.2%)
were predicted to be of CH origin. This percentage is larger than for other BRCA-associated
canonical cancer types: prostate (14.1%, 139/980), breast (9.7%, 87/902), ovarian (7.0%, 14/
200), but less than some non-canonical cancer types (Table). In PC patients with both LBx and
TBx available, 29/536 (5.4%) had an SV in BRCA1/BRCA2/PALB2 detected in LBx: 8/29 in LBx
only; 21/29 in both LBx and TBx. 19/29 were predicted germline by the algorithm, were all also
detected in TBx, and 15 (79%) of these TBx were HRDsig+. 5/29 (17%) were predicted to be
tumor-somatic; two of these were detected in TBx and one (20%) was HRDsig+. Predicted CH
SVs were detected in another 5 LBx (4 BRCA2; 1 PALB2). None of these were detected in TBx and
none of the tumors were HRDsig+. Conclusions: While the majority (58%) of BRCA1/BRCA2/
PALB2 SV+ PC LBx harbored a predicted germline SV, 25%harbored tumor-somatic SV and 17%
had SV exclusively predicted as CH-derived. Determining the cellular origin of BRCA1/BRCA2/
PALB2 in PC is essential given the potential impact on treatment selection. Research Sponsor:
Foundation Medicine.

Cancer type LBx, N

n with SV in
BRCA1/2/PALB2

(%)
% Germline
SV present

% Tumor so-
matic SV
present

% No germline/tumor so-
matic SV, only CH SV

present

Lung 21456 928 (4.3) 25.5 51.3 23.1
Cholangiocarcinoma 1787 90 (5) 38.9 38.9 22.2
Pancreas 5625 303 (5.4) 57.8 25.1 17.2
Esophagus 1199 56 (4.7) 33.9 50.0 14.3
Prostate 13858 980 (7.1) 39.3 46.5 14.2
Colorectal 6639 391 (5.9) 15.3 73.4 11.0
Breast 11397 902 (7.9) 55.2 35.1 9.6
Ovarian 1464 200 (13.7) 66.0 27.0 7.0
Endometrial 795 84 (10.6) 20.2 73.8 6.0

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY



4184 Poster Session

5-FU + Naliri, gemcitabine plus nab-paclitaxel or both regimens given sequentially
for first line treatment of metastatic pancreatic ductal adenocarcinoma: A ran-
domized phase II comparative study (FUNGEMAX-PRODIGE 61).

Julien Taieb, Simon Pernot, Frédéric Thuillier, Alexis Delattre, Caroline Petorin, Vincent Bourgeois, David Tougeron, Franck Audemar, Carole Vitellius, Mosser Laurent,
Jérôme Desrame, Frédéric Di Fiore, Yves Rinaldi, Anna Pellat, Marion Bolliet, Fabienne Watelle, Herve Perrier, Olivier Dubreuil, Come Lepage, Jean-Baptiste Bachet; Hôpital
Europeen Georges Pompidou, APHP, Université Paris-CIté, CARPEM Cancer Institute, Paris, France; Department of Medical Oncology, Institute Bergonié Cancer Center,
Bordeaux, Nouvelle Aquitaine, France; Service D’oncologie Médicale, CHU De Limoges, Limoges, France; FFCD and INSERM UMR1231, Dijon, France; Service D’oncologie
Médicale, Centre Hospitalier Universitaire De Clermont-Ferrand, Clermont-Ferrand, France; Service d’Oncologie Digestive, Centre Hospitalier de Boulogne sur Mer,
Boulogne Sur Mer, France; Department of Gastroenterology and Hepatology, Poitiers University Hospital, Poitiers, France; Service Hépato Gastroentérologie Et Oncologie
Digestive, Centre Hospitalier De La Cote Basque, Bayonne, France; Gastroenterology Department, Angers Teaching Hospital, Angers, France; Centre Hospitalier Jacques
Puel Rodez, Boulogne Sur MER, France; Hôpital Privé Jean Mermoz, Lyon, France; CHU de Rouen, Rouen, France; Department of Gastroenterology, Hôpital Européen,
Marseille, France; Gastroenterology and Digestive Oncology Unit, Cochin Hospital, AP-HP, Paris, France; Hepato-Gastroenterology, Colmar CH, Colmar, France; Service
D’oncologie Médicale,Centre Hospitalier LENS, LENS, France; Hôpital Saint Joseph, Marseille, France; Groupe Hospitalier Diaconesses Croix Saint Simon (France);
Department of Digestive Oncology, Paris, France; Dijon University Hospital, INSERM U1231, Dijon, France; Sorbonne University, Hepatogastroenterology and Digestive
Oncology Department, Pitié Salpêtrière Hospital, APHP, Paris, France

Background: New chemotherapeutic approaches are still needed to improve survival and
quality of life in metastatic pancreatic ductal adenocarcinoma (mPDAC). We have previously
published results of two randomized phase II of first-line sequential treatment strategies of
intensified FOLFIRI regimen followed by gemcitabine-based regimens (FIRGEM and
FIRGEMAX-PRODIGE 37 studies) with good efficacy and tolerability results. FUNGEMAX-
PRODIGE 61 evaluated 5FU + Naliri (NAPOLI) vs gemcitabine + Nab-paclitaxel (MPACT) vs
both regimens sequentially. Methods: Chemotherapy-naive pts with proven mPDAC, bilirubin
levels, 1.5 ULN and performance status (PS) 0-1were randomized to receive either theNAPOLI
regimen for 2 months, alternating with the MPACT regimen for 2 months (arm A), NAPOLI
alone (arm B) or MPACT alone (arm C) until progression or limiting toxicity. Using the
Schoenfeld method, the primary endpoint was the progression-free survival (PFS) rate at
6 months from (H0) 30% over (H1) 45%, requiring 96 patients per arm (assuming 5% lost to
follow-up). Results: Between 11/2018 and 01/2024, 288 pts were enrolled in 31 French centers
and 283 included in the modified intent to treat population (mITT, patients who received at
least one dose of treatment). Database lock was done on the 20/12/2024. Baseline character-
istics were well balanced between the armA, B and C (mean age: 65/63/65, female: 47/43/47%,
PS-0: 33/34/37%,. 1metastatic site: 53/48/48%,mean albumin 39/40/39 g/L). With amedian
follow-up of 39.2 months, study treatment was discontinued in 89.5%, 96.8% and 93.7% of
patients for arms A/B/C; median treatment duration were 6.3/3.3/5.3 months, respectively. In
the mITT, neither treatment with MPACT/NAPOLI (HR = 0.76, 95%CI: 0.57-1.02; p = 0.07) nor
NAPOLI (HR = 1.20, 95%CI: 0.90-1.60; p = 0.22) lead to a statistically significant improvement
of PFS over MPACT. PFS, Overall survival (OS) and safety data are summarized in the table.
Conclusions: The study did not show superiority of either the sequence MPACT/NAPOLI or
NAPOLI over standard MPACT. However, the sequential MPACT/NAPOLI regimen is feasible,
tolerable, and associatedwithhigher rates of 12-moPFS and24-moOSand lessneuropathy and
can be considered in patients unfit to receive FOLFIRINOX. NCT03693677. Clinical trial in-
formation: 2024-518143-38-00. Research Sponsor: None.

Arm A (MPACT/
NAPOLI)

Arm B
(NAPOLI)

Arm C
(MPACT)

PFS
median (mo)
rate at 6-m
rate at 12-m

6.2 [4.0;7.8]
51.6% [41.1;61.0]
20.3% [12.9;29.0]

3.7 [2.2;5.1]
32.3% [23.04;41.81]
12.7% [6.8;20.3]

5.7 [4.0;6.5]
45.3% [35.1;55.0]
11.9% [6.3;19.4]

OS
median (mo)
rate at 24-m

11.6 [8.4;15.0]
23.8% [15.4;33.2]

9.1 [7.10;10.45]
9.5% [4.19;17.36]

12.4 [9.76;14.03]
12.5% [6.28;20.93]

Grade 3-4 toxicities
AE/SAE All Grades Grade 3-4 All Grades Grade 3-4 All Grades Grade 3-4
Neutropenia 25.3% 9.5% 11.8% 0% 26.3% 7.4%
Diarrhea 80% 17.9% 69.9% 16.1% 55.8% 5.3%
Vomiting 80% 15.8% 72% 14.0% 61.1% 4.2%
Peripheral Neuropathy 44.2% 5.3% 10.8% 0% 57.9% 8.4%
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Machine learning and statistical prediction of overall survival (OS) from pre-dose
plasma biomarkers in a randomized phase 2 trial (1801 Part 3B) of the GSK-3
inhibitor elraglusib in metastatic pancreatic ductal adenocarcinoma (mPDAC):
Application toward patient enrichment.

Taylor Weiskittel, Austin Koukol, Caroline Kellinger, Andrey Ugolkov, Christopher Seifarth, Hu Li, DevalingamMahalingam, Leiqing Zhang, Benedito A. Carneiro, Wafik S. El-
Deiry, Andrew Paul Mazar; Mayo Clinic, Rochester, MN; Actuate Therapeutics, Inc., Fort Worth, TX; Robert H. Lurie Comprehensive Cancer Center, Northwestern University,
Chicago, IL; Brown University, Legorreta Cancer Center, Providence, RI

Background: Elraglusib is a first-in-class inhibitor of GSK-3ß, a well-credentialed target in
cancer implicated in intrinsic oncologic processes and tumor immune response. Preliminary
results of the 1801 Part 3B trial (NCT03678883) showed statistically significant benefits for
elraglusib+GnP versus GnP for 1-year survival and mOS in mPDAC (companion abstract:
Mahalingam et al.). We investigated plasma levels of cytokines/chemokines/soluble cell
receptors/growth factors (CCSG) as potential biomarkers of favorable outcomes on elraglusib.
Methods: Forty CCSGs were evaluated in pre-dose plasma from patients with previously
untreated mPDAC enrolled in 1801 Part 3B treated with GnP (n = 78) or elraglusib+GnP (n =
155) using a Luminex immunoassay. Using Kaplan-Meier statistics and cutpoint determina-
tion, CCSGs were assessed for OS predictive ability in the elraglusib+GnP arm. Multivariate
models were constructed to predict binarized survival at 12 months using machine learning
(ML). Fivefold cross-validation was used in both analyses, and all methods were applied to the
GnP arm to identify elraglusib+GnP specific predictors.Results:Data shown as of November 15,
2024. Multiple CCSGs significantly stratified elraglusib+GnP patients. The most extreme
prognosticators were IFN-ß (average HR = 2.34), and PD-L1 (average HR = 0.52) (HR shown
as high CCSG vs low CCSG). Screening of different ML approaches ranked logistic regression at
the top, and hyperparameter grid search identified stochastic gradient solver with ridge
regularization as the optimal method. The model had an accuracy of 88% (SD: 3.9%) and a
balanced accuracy of 80% (SD: 8.5%). IFN-beta had themost substantial effect size (odds ratio
(OR) = 72.28), followed by IL-18 (OR = 23.38) and PD-L1 (OR = 15.32). All other CCSGs had an OR
between 0.03 and 6.71. When this model was applied to patients in the GnP arm, accuracy was
68.4%, and balanced accuracy was 43.1%. Conclusions:Many CCSG biomarkers were identified
as promising predictors of survival benefit in mPDAC patients treated with elraglusib+GnP.
Both univariate statistical and multivariate ML approaches show predictive significance with
high interpretability. The initial ML model is specific to elraglusib treatment, not GnP alone.
These results indicate that patients’ initial immune state plays a role in response to elraglu-
sib+GnP. However, single CCSGs for enrichment currently exclude toomany patients (. 75%),
and thus, panels of biomarkers are being investigated withML to overcome this limitation. The
1801 Part 3B clinical trial recruitment has been completed, and updated biomarker models
reflective of topline OS data, available by April 2025, will be presented. Research Sponsor:
Actuate Therapeutics Inc.
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Real-world predictors of adverse clinical outcomes in pancreatic cancer using a
machine-learning framework.

Akanksha Dua, Atul Butte, Travis Zack; University of California, San Francisco, San Francisco, CA; University of California, San Francisco Helen Diller Family Comprehensive
Cancer Center, San Francisco, CA

Background: Completion of chemotherapy is crucial for clinical benefit and has been linked to
improved outcomes, but is often challenging given the toxicities of chemotherapy regimens.
The main treatment regimen for pancreatic adenocarcinoma (PDA), FOLFIRINOX (FFX), is
highly toxic, requires frequent dose-modifications, and most patients are too sick to tolerate
multiple lines of therapy. Given the aggressiveness of the disease, selecting the appropriate
first-line dosing is crucial as it can be associated with better patient outcomes. The current
study objective is to evaluate the association between real-world dosing patterns and clinical
toxicity using amachine-learning framework.Methods: Patients attending GI oncology clinics
at University of California, San Francisco between November 2011 – December 2023 with a
documented administration of FFX were included. Predictors of clinical outcomes included
baseline demographic and clinical features, cycle-specific laboratory data, and dosing in-
formation for FFX sub-components. Group-based 5-fold cross-validation for logistic regres-
sion, random forest, and XGBoostmodels were used to identify features associatedwith clinical
outcomes (anemia, dehydration, nausea/vomiting, neutropenia, and polyneuropathy). Model
performance was evaluated using AUC. Results: Data for 505 patients with PDA receiving FFX
across 5,041 cycles were included.The random forest models yielded the best fit for the pre-
diction across all outcomes (Table). Key features consistently associated with outcomes in-
cluded cycle number, cumulative dose of drug received, laboratory data (PT, INR, albumin),
patient demographics (male sex, race, and smoking status), and clinical features, such as
hypertension. Conclusions:Our study identifies clinical features in combination chemotherapy
leading to specific toxicities, highlighting these as ideal strategies for intervention. Early
prognostic indicators of adverse outcomes can guide early management for high-risk in-
dividuals through supportivemeasures anddosemodification, before high-grade toxicities and
discontinuationswherein patients canno longer benefit from therapy. Research Sponsor: UCSF
Pancreas Center.

Summary of FOLFIRINOX model outputs across clinical outcomes.

Outcome\Model Logistic Regression Random Forest XGBoost Key Features

Anemia 0.61 6 0.03 0.67 6 0.03 0.62 6 0.04 [1] INR
[2] Irinotecan dose

[3] Any polyneuropathy
Dehydration 0.64 6 0.03 0.72 6 0.02 0.68 6 0.05 [1] Cumulative irinotecan

[2] Cumulative oxaliplatin
[3] Cumulative fluorouracil

Nausea or vomiting 0.62 6 0.04 0.68 6 0.03 0.66 6 0.03 [1] Cumulative irinotecan
[2] Cumulative oxaliplatin
[3] Cumulative fluorouracil

Neutropenia 0.57 6 0.04 0.61 6 0.06 0.61 6 0.01 [1] Male sex
[2] Cumulative fluorouracil
[3] Smoking status – never

Polyneuropathy 0.53 6 0.06 0.536 0.06 0.52 6 0.04 [1] Male sex
[2] Oxaliplatin
[3] Constipation
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A PBMC and machine learning based biomarker signature to predict second line
chemotherapy success in advanced PDAC: Translational data of the PREDICT
trial—Aprospective,multicenter, trial of the AIOPancreatic Cancer Group (AIO-PAK-
0216).

Anton Lahusen, Manfred P. Lutz, Meinolf Karthaus, Martina Kirchner, Klaus Kluck, Sarah Wisser, Phyllis Fung-Yi Cheung, Nikolaus Ansorge, Christof Burkart,
Thomas Decker, Ludwig Fischer von Weikersthal, Thomas Geer, Anke Gerhardt, Jan Budczies, Jens T. Siveke, Andrea Tannapfel, Thomas Seufferlein, Albrecht Stenzinger,
Tim Eiseler, Thomas Jens Ettrich; Department of Internal Medicine I, Ulm University Hospital, Ulm, Germany; Caritasklinikum St. Theresia, Saarbrücken, Germany;
Department of Hematology and Oncology, Munich Hospital Neuperlach, Munich, Germany; Institute of Pathology, Heidelberg, Germany; Department of Pathology,
University Hospital Heidelberg, Heidelberg, Germany; Institut für Pathologie, Georgius Agricola Stiftung Ruhr, Institut für Pathologie, Ruhr-Universität Bochum, Bochum,
Germany; Essen University Hospital, Bridge Institute for Experimental Tumor Therapy, Essen, Germany; St. Elisabeth-Krankenhaus, Köln, Germany; Schwarzwald-Baar
Clinic, Villingen-Schwenningen, Germany; Onkologie Ravensburg, Ravensburg, Germany; Klinikum St Marien, Amberg, Germany; Diakonie - Krankenhaus, Schwaebisch
Hall, Germany; Medizinisches Versorgungszentrum für Blut- und Krebserkrankungen, Potsdam, Germany; Bridge Institute of Experimental Tumor Therapy, West German
Cancer Center, University Hospital Essen and Division of Solid Tumor Translational Oncology, German Cancer Research Center, Heidelberg, Essen, Germany; Institute of
Pathology, Ruhr-University Bochum, Bochum, Germany; Institute of Pathology, University Hospital and National Center for Tumor Diseases, Heidelberg, Germany

Background: The PREDICT trial, a recent phase IIIb/IV study, aimed to address the critical need
for improved personalized treatment strategies in advanced pancreatic cancer. This trans-
lational investigation examined the predictive value of 1st line chemotherapy (CTX) response on
the efficacy of subsequent 2nd line treatment by using liquid biomarkers combined with
machine learning (ML). Methods: Pts. were stratified into two cohorts based on short or long
2nd line CTX time to treatment failure (S-/L-TTF2; n = 10 per group, 80/20% quantiles).
Treatment-naı̈ve PDAC tissue specimens underwent laser microdissection for tumor cell
enrichment, followed by RNA profiling using NanoString™ PanCancer IO360. Selected differ-
entially regulated genes from the omics results were utilized to screen peripheral blood
mononuclear cells (PBMCs) from 2nd line treatment-naı̈ve patients at protein (flow cytometry,
FC) or RNA (RT-qPCR) levels. FC data was analyzed using R-based single-cell clustering (x-
Shift, FlowSOM, T-REX) to generate HyperGates (HGs), with subsequent ML-based back-
gating (HyperFinder algorithm) of the most differential clusters. Additionally, classical Man-
ualGates (MGs) were generated. Feature selection employed the Weka-based WrapperSubse-
tEval (WSE) algorithmwith eight different classifiers (NB, KLR, LR, SMO, IBk, RT, RF, J48). The
classifier/subset with optimal performancewas utilized for binary classification (S-TTF2 vs. L-
TTF2) of training (80%, n = 66) and validation (20%, n = 16) datasets. Results: Transcriptome
analysis of L- vs. S-TTF2 tumor tissues revealed increased inflammation (upregulated 18-gene
signature), immune cell activation/infiltration (e.g. CD4/CD8 T cells), and immune exhaustion
(upregulation of e.g. PDCD1, LAG3, CTLA4, TIGIT) in L-TTF tumors. Further, the favorable
Bailey immunogenic subtype was enriched in the L-TTF2 group. Analysis of eight FC panels (19
candidates) revealed 1198 differential clusters with HGs and 881 classical MGs. Feature selec-
tion, combining FC data with RT-qPCR results and clinical parameters, identified a best
performing signature of 5 HGs and 2 MGs for 7 protein markers (CXCR4, CD8, CD4, CD62P,
CD307b, CD45, CD121b). ML using a kernel logistic regression successfully predicted S- and L-
TTF2 binary groups prior to 2nd line CTX with nal-IRI/5-FU/LV (ROC-AUC . 0.90 for training
and validation).Conclusions:We identified a favorable tumor immunemicroenvironment in L-
TTF aPDAC patients, characterized by CD8 T cell-inflamed ("hot") tumor tissues prior to 2nd

line CTX. A 7-marker liquid biomarker panel, comprising 7 flow cytometry PBMC population
gates, was developed for early prediction of 2nd line nal-IRI/5-FU/LV CTX success. These
findings aim to advance personalized treatment strategies. Clinical trial information:
NCT03468335. Research Sponsor: Servier.
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Preliminary result of a phase Ib study: Efficacy and safety of FG-M108 plus
gemcitabine and nab-paclitaxel in patients with Claudin18.2-positive, locally ad-
vanced, unresectable, or metastatic pancreatic cancer.

Funan Liu, Jifang Gong, Shu Zhang, Miao Zhang, Xinjun Liang, Junye Wang, Yun Li, Yaping Yang, Chen Tian, Zhaoyu Jin, Lin Shen; The First Hospital of China Medical
University, Shenyang, China; Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing), Department of Early Drug Development Center,
Peking University Cancer Hospital and Institute, Beijing, China; Shandong Cancer Hospital & Institute, Jinan, China; Department of Gastrointestinal Oncology, Beijing
Cancer Hospital, Beijing, China; Hubei Cancer Hospital, Wuhan, China; Department of Oncology, The Affiliated Hospital of Jining Medical College, Jining, China; Futuregen
Biopharmaceutical (Beijing) Co., Ltd, Beijing, China; FutureGen Biopharmaceutical (Beijing) Co., Ltd, Beijing, China; FutureGen Biopharmaceutical (Beijing) Co., Ltd, Beijing,
Beijing, China; Department of Gastrointestinal Oncology, Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education), Peking University Cancer
Hospital & Institute, Beijing, China

Background: FG-M108, an ADCC-enhanced anti-CLDN18.2 monoclonal antibody, showed
significant efficacy in first-line (1L) treatment of gastric cancer. Herein, we report the safety
and efficacy results of FG-M108 in 1L treatment of pancreatic cancer (cohort C2 and D2).
Methods: In this open-label, multicenter phase I/II study patients received FG-M108 (cohort
C2: 300mg/m2or cohort D2: 600mg/m2Q3W) plus gemcitabine (1000mg/m2, d1, d8, Q3W) and
nab-paclitaxel (125mg/m2, d1, d8, Q3W). Eligible patients were those with CLDN18.2 positive
local advanced or metastatic pancreatic cancer who were previously untreated. The primary
endpoint were the incidence of adverse events (AEs) and preliminary clinical efficacy (ORR,
DCR, DOR, PFS, and OS). Results: As of November 15, 2024, 50 patients were enrolled and
received FG-M108+gemcitabine/nab-paclitaxel treatment (39 patients in cohort C2, 11 patients
in cohort D2). The median age was 61 (range 30-72). 47 (94%) patients were with CLDN18.2
moderate-high expression. Out of 50 patients, 44 patients had at least one tumor assessment
after baseline and included in the efficacy analysis set. Themedian follow-up time (95%CI) for
the 32 patients with CLDN18.2 moderate-high expression was 9.5 months (6.8,11.2) , with a
maximum treatment duration of 13 months. In the subgroup of cohort C2 patients with
CLDN18.2 moderate-high expression assessed by Independent Review Committee(IRC)—16
patients achieved confirmed PR, and one achieved unconfirmed PR. ORRwas 53.1% (34.7,70.9),
and DCR was 100.0% (89.1-100.0). The median DOR reached 9.9 months (7.8,NE), and the
medianPFS reached9.9months (7.0,NE) . OSdata arenot yetmature,with 23patients still alive,
achieving a median OS of 17.4 months (11.0,NE). Treatment-emergent adverse events (TEAE)
occurred in 32 patients (100.0%), in which 15 (46.9%) were $ grade 3. The most common FG-
M108 related AEs in cohort C2&D2were nausea (56.4%vs 36.4%), vomiting (48.7% vs 45.5%),
and hypoalbuminaemia (46.2% vs 54.5%). Conclusions: The combined therapy of FG-M108
plus chemotherapy as 1L treatment for patients with CLDN18.2 positive pancreatic cancer was
generally well tolerated with promising survival (PFS and OS) data especially in patients with
CLDN18.2 moderate-high expression, pivatol phase III clinical study will start in 2025 Q2.
Clinical trial information: NCT04894825. Research Sponsor: None.
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Neo-adjuvant chemo-immunotherapy in pancreatic cancer: Results of the Aus-
tralasian Gastrointestinal Trials Group (AGITG) NEO-IMPACT pilot trial.

Lorraine A. Chantrill, Jaswinder S. Samra, Niall C. Tebbutt, Mehrdad Nikfarjam, David Reid, Daniel Brungs, Mouhanned Jaber, Jeanne Tie, Shehara Ramyalini Mendis,
Wei Hong, Tina Cavicchiolo, Jeff Cuff, Sarah J. Hayes, Louise Catherine Christophersen, Miriam Roesner, Sarah Maloney; University of Wollongong, Wollongong, NSW,
Australia; Royal North Shore Hospital, St Leonards, Australia; Austin Hospital, Heidelberg, VIC, Australia; Austin Health, Melbourne, Australia; Illawarra Shoalhaven Local
Health District, Wollongong, NSW, Australia; Wollongong Hospital, NSW, Illawarra, Australia; Walter and Eliza Hall Institute of Medical Research, Parkville, Australia; Walter
& Eliza Hall Institute of Medical Research, Melbourne, Australia; Walter and Eliza Hall Institute of Medical Research, Melbourne, VIC, Australia; Australasian Gastro-
Intestinal Trials Group – Community Advisory Panel, Sydney, Australia; Australasian Gastro-Intestinal Trials Group (AGITG), Sydney, NSW, Australia; Australasian Gastro-
Intestinal Trials Group, Sydney, Australia; Australasian Gastrointestinal Trials Group, Sydney, Australia

Background: Despite curative intent surgery and peri-operative chemotherapy for resectable
pancreatic ductal adenocarcinoma (PDAC), recurrence rate remains high (.80%). Whilst
immunotherapy has not been shown to be effective in the metastatic setting, there may
be a scientific rationale for mobilising the immune system before surgery for localised disease
to improve outcomes. Methods: NEO-IMPACT is a single arm phase II study testing the
feasibility and safety of delivering 12 weeks of neoadjuvant immune checkpoint inhibitor in
combination with FOLFIRINOX (3 doses of 1500mg durvalumab q28d + 6 cycles of FOLFIRINOX
q14d) for resectable or borderline resectable pancreas cancer. The patients then received
3 months of adjuvant chemotherapy. The primary endpoint was the proportion of patients
receiving$80% of planned neoadjuvant treatment. A sample size of 20 was calculated to allow
80% power. Secondary endpoints include the proportion of patients missing surgery due to
treatment related adverse events (TRAEs); treatment tolerability; RO resection rate; patho-
logical complete response rate; objective response rate. Results: 20 patients with PDAC were
enrolled between August 2022 and June 2024, 13 resectable and 7 borderline resectable disease.
17 of 20 patients (85%) completed planned neoadjuvant treatment. Grade 3-4 adverse events
(AEs) occurred in 8 patients. The most common was infection (4), febrile neutropenia (1) and
nausea (2). 1 patient died from 5FU toxicity due to homozygous loss of DPYD. There were 2 iAEs
(colitis andmaculopapular rash). 1 patient had TRAE and had to come off trial but proceeded to
surgery. 3 patients (1 borderline/2 resectable) became unresectable at assessment for surgery
followingneoadjuvant therapy. Of the 16patientswhounderwent surgery (12 head; 4 neck/tail),
2 had a complete pathological response. 13 had an R0 resection; 3 had an R1 resection. All 16
patients received post operative adjuvant therapy. At a median follow up of 15 months, 5
patients who proceeded to surgery and adjuvant therapy have recurred. Conclusions: Neo-
adjuvant chemoimmunotherapy is feasible and safe for patients with resectable and borderline
resectable pancreas cancer. A 10%CPR rate and 70%R0 resection rate are encouraging, and this
approach should be further explored in a larger population. Clinical trial information:
ACTRN12622000378729. Research Sponsor: GI cancer.org.au (Australasian Gastrointestinal
Trials Group); Astra Zeneca Pty Ltd.
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NeoOPTIMIZE: Phase II trial of adaptive switching of neoadjuvant FOLFIRINOX
(FFX) to gemcitabine/nab-paclitaxel (GA) resectable/borderline resectable (BR)/
locally advanced (LA) pancreatic adenocarcinoma (PDAC).

Lyndsey Sandow, Justin Grenet, Adel Kardosh, Emerson Yu-sheng Chen, Guillaume Joe Pegna, Skye C. Mayo, Robert Eil, Patrick Joseph Worth, Flavio G. Rocha,
Nima Nabavizadeh, Aaron Grossberg, Alexander Guimaraes, Bryan Foster, Shaun M. Goodyear, Erin Taber, Dove Keith, Gordon Brent Mills, Rosalie C. Sears,
Brett C. Sheppard, Charles D. Lopez; Internal Medicine, Oregon Health & Science University, Portland, OR; Oregon Health and Science University, Portland, OR; OHSU Knight
Cancer Institute, Portland, OR; Oregon Health & Science University, Portland, OR; OHSU, Portland, OR; Oregon Healthy Authority Health Promotion and Chronic Disease
Prevention Section, Portland, OR; Oregon Health & Science University Knight Cancer Institute, Portland, OR

Background: Neoadjuvant chemotherapy (NAC) for localized PDAC may improve R0 resection.
FFX and GA are used but lack of predictive biomarkers remains a barrier to optimal NAC. The
angiotensin-II receptor blocker (ARB), losartan, remodels vascular perfusion to enhance NAC
efficacy. We established an experimental platform for dynamic switching of NAC +/- radiation
therapy for resectable/BR PDAC and an exploratory cohort of LA PDAC.Methods: Patients (pts)
received 4 cycles of FFX (ox85mg/m2; LV400mg/m2; iri 150mg/m2; 5-FU2400mg/m2), then
were restaged in amulti-disciplinary tumor board (Restage I). Pts without progression (CT and
CA19-9 increase,30% frombaseline) completed 4more cycles of FFX. If therewas progression
(CT and/or CA19-9 increase. 30%) or intolerance, ptswere switched to GA (nab-P 125mg/m2;
gem 1000 mg/m2) for 2 months. After a total of 4 months NAC, pts were re-staged (Restage 2)
and had surgery or chemoRT (if vascular involvement) then surgery. Losartan (50mg QD) was
given throughout NAC/chemoRT. The primary endpoint was the proportion of resectable/BR
with R0 resection. Results: Of 43 patients screened,16 were resectable, 21 BR, 5 LA and 1
ineligible. Median age was 65 years (range: 34-80), 49% male, 84% Caucasian white. Head of
pancreas primarywas 84%.Mean baseline CA19-9 96 ng/mL. 1 pt had progressive disease prior
toRestage 1. Of the 36pts at Restage 1, 31 continued FFXand 5 switched toGA. 18 patients on FFX
had a radiographic response, 5 had CA 19-9 decrease .25%, and 8 had stable disease with
unchanged CA 19-9. 3 pts switched to GA for radiographic progression,1 for increased CA 19-
9.30%and 1 for FFX intolerance. Of 34 pts evaluated at Restage 2, 2 continuedNAC, 13 hadpre-
op chemoRT (12 BR and 1 resectable), and 19 proceeded to surgery. 24/27 (88%) pts on FFX had
R0 resections; 4/4 (100%) pts switching to GA had R0 resections. Overall, 77% pts completing
NAC FFX had R0 resections; 80% pts switched to GA had R0 resections. Grade. 3 toxicities 7%
FFX and 5% GA. Conclusions: Early switching to GA in pts progressing on FFX led to an
equivalent R0 resection rate. Optimization of NAC made it possible to undergo curative intent
surgery that would not have occurred. Secondary endpoints of DFS, OS and multiomic based
studies of blood and tumor tissue via our Serial Measurements of Molecular and Architectural
Responses to Therapy (SMMART) platform are underway to identify molecular markers to
predict response and determine whether a switch in treatment is indicated. Clinical trial
information: NCT04539808. Research Sponsor: None.
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Development and prospective validation of a novel cfDNA-based diagnostic model
for the early detection of pancreatic cancer.

Xiuchao Wang, Hongwei Wang, Song Gao, Tiansuo Zhao, Jian Wang, Weidong Ma, Hao Zhang, Dongqin Zhu, Shuang Chang, Jiangyan Zhang, Ruowei Yang, Haimeng Tang,
Hua Bao, Xue Wu, Yang Shao, Jun Yu, Chuntao Gao, Jihui Hao; Tianjin Medical University Cancer Institute and Hospital, Tianjin, China; Nanjing Geneseeq Technology Inc.,
Nanjing, China; Geneseeq Research Institute, Nanjing Geneseeq Technology Inc., Nanjing, China; Tianjin Medical University Cancer Hospital and Institute, Tianjin, Tianjin,
China

Background: Pancreatic cancer (PC) is one of the most lethal malignancies, with a 5-year
survival rate below 10%, primarily due to late-stage diagnosis. Existingdiagnosticmarkers, like
CA19-9, show inadequate sensitivity and specificity for early detection. To address this critical
gap in early PC detection, this study developed and prospectively validated a cfDNA-based
diagnostic model integrating fragmentomics features, including copy number variations
(CNVs), fragment size ratios (FSR), and orientation-aware cfDNA fragmentation (OCF).
Methods: A multicenter study was carried out with a case-control cohort (n = 467) for model
development and a prospective cohort (n = 1,926) for clinical validation. Plasma cfDNA un-
derwent low-pass whole-genome sequencing to extract fragmentomics features like CNVs,
FSR, and OCF. A stacked ensemble machine-learning model was built based on case-control
data and validated in the prospective cohort of PC elevated-risk individuals with diabetes or
obesity. Sensitivity, specificity, positive predictive value (PPV), and negative predictive value
(NPV) were evaluated and compared with those of CA19-9. The follow-up was intended to last
for 3 to 5 years, with the current follow-up period ranging from 12 to 24months.Results: In the
case-control cohort, the cfDNA-based model achieved AUCs of 0.9799 and 0.9622 in the
training and validation sets, respectively, with both sensitivity and specificity exceeding
90%. In the prospective cohort (n = 1,926), for the 8 PC cases identified, the cfDNA model
demonstrated a sensitivity of 75%, specificity of 98.1%, and PPV of 15.2% for detecting PC,
significantly outperforming CA19-9 (sensitivity: 12.5%, specificity: 94.3%, PPV: 0.9%). No-
tably, the cfDNAmodel detected all 3 Stage 0 cases, 1 of 3 Stage I cases, and both Stage II cases,
providing a median lead time of 227.5 days (range: 45–298 days) compared to imaging
modalities. In contrast, CA19-9 detected only one Stage II case out of eight confirmed PC cases
(12.5%). The model demonstrated significant potential in stratifying pancreatic cysts into
high-risk and low-risk categories. While CA19-9 is ineffective in detecting either high-risk or
benign cysts within the prospective cohort, the cfDNA model successfully differentiates
between high-risk and low-risk pancreatic cysts (e.g., high-risk IPMN, 1/1 = 100% sensitivity;
low-risk SCN, 0/1 = 0% false positive), which further underscores its clinical utility.
Conclusions: This study is the first to validate a cfDNA-based diagnostic model for PC in a
large elevated-risk population, showing superior performance and significant lead time ben-
efits. The model detects PC earlier with much higher sensitivity and specificity than CA19-9,
promising better outcomeswith earlier treatment. The findings highlight cfDNA’s potential for
non-invasive PC screening in clinical settings. Research Sponsor: The National Key Research
and Development Program of China; The Tianjin Key Medical Discipline (Specialty) Construc-
tion Project.
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Prognostic value of postoperative circulating tumor DNA and tumor markers in
resected pancreatic adenocarcinoma (PAAD): An interim analysis of a prospective
observational study.

Qian Zhan, Chenlei Wen, Siyi Zou, Fanlu Li, Lidi Xu, Jiao Zhang, Weizhi Chen, Qiang Tian, Hao Chen, Xiaxing Deng, Baiyong Shen; Department of General Surgery, Pancreatic
Disease Center, Ruijin Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Genecast Biotechnology Co., Ltd., Wuxi, China; Shanghai Institute of
Hematology, State Key Laboratory of Medical Genomics, National Research Center for Translational Medicine at Shanghai, Ruijin Hospital Affiliated to Shanghai Jiao Tong
University School of Medicine, Shanghai, China

Background:Despite the benefits of postoperative adjuvant chemotherapy, recurrence rates of
PAAD remain as high as 60% within the first year, underscoring the need for improved
strategies to optimize treatment plans. This prospective observational study aims to evaluate
the potential of postoperative ctDNA-based minimal residual disease (MRD) as an early pre-
dictor of disease relapse in resected PAAD using next-generation sequencing. Methods:
Pathologically confirmed stage I-III PAAD patients who underwent surgical resection and
carried KRAS mutations were enrolled. Eligible criteria included negative surgical margins and
no metastasis prior to adjuvant therapy. Patients who did not receive adjuvant therapy were
excluded. Tumor tissue samples collected during surgery were analyzed using a 769-gene NGS
panel, while plasma samples were obtained at landmark (4–8 weeks post-operation and pre-
therapy), 12-, 24-, 36-, and 48-weeks post-operation, and 2 weeks post-adjuvant therapy.
Plasma samples were assessed for MRD using MinerVa (Genecast Biotechnology). Concur-
rently, tumor biomarkers such as CA19-9 were measured. The primary endpoint was overall
survival (OS), while the secondary endpoint was disease-free survival (DFS). The trial is
designed for a total follow-up period of three years. Results: As of November 27, 2024, a total
of 133 patients underwentMRD analysis. KRASmutationswere distributed as follows: p.G12D in
55%, p.G12V in 27%, p.G12R in 13% and other subtypes in 5%. Nine patients were excluded due
to loss of follow-up, and 12 were excluded for less than six months of follow-up, leaving 112
patients for this interim analysis. MRD positivity rates were 16%, 9%, 10%, 15%, 11%, and 11%
at landmark, 12, 24, 36, 48 weeks, and 2 weeks post-therapy, respectively. Landmark MRD
positivity was a significant predictor of disease recurrence (HR = 2.39, 95%CI:1.14-5.01, p =
0.017). Combining landmarkMRDwith biomarker CA19-9 improved prognostic accuracy (HR =
2.70, 95%CI:1.4-5.5, p = 0.002). Patients with longitudinal MRD-positive (detected at any time
point excluding landmark or relapse) had significantworse DFS (HR= 3.13, p = 0.001) andworse
OS (HR = 0.73, p = 0.001) compared to those with negative MRD. Analysis of MRD status at
landmark and week 36 revealed that patients transitioning from MRD-positive to MRD-
negative (clearance) had significantly better DFS compared to those with persistent MRD
positivity (p = 0.023). Notably, no patients deceased from the MRD clearance group.
Conclusions: These findings underscore the clinical utility of integrating landmark and lon-
gitudinal MRD assessments with tumor markers for comprehensive risk stratification and
prognostication in resected PAAD patients. This approach could potentially guide personalized
treatment strategies and improve patient outcomes. Clinical trial information: NCT05479708.
Research Sponsor: None.
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Five-year outcomes of perioperative or only adjuvant gemcitabine plus nab-
paclitaxel for resectable pancreatic cancer (the NEONAX trial): A randomized
phase II trial of the AIO pancreatic cancer group.

Thomas Jens Ettrich, Waldemar Uhl, Marko Kornmann, Hana Algül, Helmut Friess, Alexander Koenig, Thomas Mathias Gress, Eike Gallmeier, Manfred P. Lutz, Kai Wille,
Carl Christoph Schimanski, Volker Kunzmann, Dirk Thomas Waldschmidt, Severin Daum, Swantje Held, Lukas Perkhofer, Jasmin Schuhbaur, Margaret A. Tempero,
Anke C. Reinacher-Schick, Thomas Seufferlein; Department of Internal Medicine I, Ulm University Hospital, Ulm, Germany; Department of General and Visceral Surgery, St.
Josef Hospital Bochum, Ruhr University Bochum, Bochum, Germany; Department of Visceral Surgery, Ulm University Hospital, Ulm, Germany; Comprehensive Cancer
Center Munich, Institute for Tumor Metabolism, Klinikum rechts der Isar, Technical University of Munich, Munich, Bavaria, Germany; Technical University Munich, Klinikum
rechts der Isar, Surgical Clinic and Policlinic, Munich, Germany; University Medical Center Goettingen, Department of Gastroenterology, Gastrointestinal Oncology, and
Endocrinology, Goettingen, Germany; Philipps University Marburg, Marburg, Germany; Department of Gastroenterology and Endocrinology, Uniklinikum Giessen und
Marburg, Marburg, Germany; Caritasklinikum St. Theresia, Saarbrücken, Germany; Department of Hematology, Oncology, Hemostaseology and Palliative Care, Johannes
Wesling Medical Center Minden, Ruhr-University Bochum, Minden, Germany; Klinikum Darmstadt GmbH and Universitätsmedizin der Johannes Gutenberg-Universität
Mainz, Darmstadt and Mainz, Germany; Department of Medical Oncology, University Hospital of Würzburg, Würzburg, Germany; University of Cologne, Cologne, Germany;
Charité-University Medicine Berlin, Berlin, Germany; Clinassess Inc., Leverkusen, Germany; Department of Internal Medicine I, Institute of Molecular Oncology and Stem
Cell Biology and Division of Interdisciplinary Pancreatology, Ulm University Hospital, Ulm, Germany; UCSF Department of Medicine, University of California San Francisco,
San Francisco, CA; Department of Hematology, Oncology and Palliative Care, St. Josef-Hospital, Ruhr-University Bochum, Bochum, Germany

Background: Perioperative chemotherapy (CTX) in resectable pancreatic ductal adenocarci-
noma (rPDAC) is still not considered standard of care and data are limited. NEONAX examined
gemcitabine (Gem)/nab-paclitaxel (nab-P), in the perioperative or adjuvant therapy of re-
sectable PDAC (NCCN criteria). Methods: NEONAX is a prospective, randomized phase II trial
with two independent arms (127 patients, 22 German centers) and randomization 1:1 to
perioperative (2 pre- and 4 postoperative cycles, po-arm A) or adjuvant (6 cycles, ad-arm
B) of gem (1000mg/m2BSA, d1, 8, 15) and nab-P (125mg/m2BSA, d1, 8, 15), q4w.Results:Aswe
previously reported were R0- and N0-resection rates high (po-R0 88%, ad-R0 67%, po-N0
33%, ad-N0 29%) in the ITT-population (all randomized pts.). The primary endpoint DFS rate
of 55%@ 18months in the mITT population (defined as R0/R1 resected pts. that either started
perioperative (A) or adjuvant (B) CTX), was not reached in both arms (arm A: 32%, arm B 41%).
Whereas 91.5% of pts. in po-arm A started and 84.7% completed neoadjuvant CTX, only 42.4%
of pts. in ad-armB started and 25% completed adj. CTX, so the CTX dose intensity was higher in
the po-arm A. (Seufferlein et al., Ann Onc 2023) Here we report long-time 5-year outcomes
according to PFS and OS and present a preplanned subgroup analysis of potential prognostic
factors. The mOS in the ITT population (all randomized pts.) was 25.5 mo. in the po-arm and
16.8 mo. in the ad- arm. This corresponds to an mDFS of 11.4 mo. in the po-arm and 5.1 mo. in
the ad-arm, respectively. ThemOS in themITTpopulation (all randomized pts. that started po-
ctx (po-arm) or started ad-ctx (ad-arm)) was 27.9 mo. in the po-arm and 26.8 mo. in the ad-
arm. This corresponds to an mDFS of 14.1 mo. in the po-arm and 16.1 mo. in the ad-arm,
respectively. In the preplanned analysis of subgroup factors impacting outcome, the benefit of
po-treatment was independent of tumor size, N-status and baseline Ca19-9 level. This benefit
was not visible in the mITT population where only patients in the ad-arm were included who
had started adjuvant treatment postoperatively. Conclusions: These 5 year data confirm the
outcome of patients receiving gem/nab in the po-setting in the ITT population. DFS and OS
effect were numerically better compared to the ad-arm although the trial was not powered for
direct comparison of the arms. This difference disappeared in the mITT population when
patients received more CTX in the ad arm. We conclude that the difference between ITT and
mITT is likely because more CTX could administered in the po-arm when the ITT population
was considered and may constitute one of the major effects of neoadjuvant chemotherapy in
resectable PDAC, particularly when a high rate of patients as in our multicenter trial could get
neoadjuvant, but not adjuvant treatment. Clinical trial information: NCT02047513. Research
Sponsor: Bristol Myers Squibb GmbH & Co. KGaA.
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Perioperative pembrolizumab (pembro) plus chemotherapy (chemo) for locally
advanced gastric or gastroesophageal junction (G/GEJ) cancer: Asia versus non-
Asia subgroup analysis of KEYNOTE-585.

Takashi Oshima, Kohei Shitara, Hisateru Yasui, Hiroshi Yabusaki, Young-Kyu Park, Takaki Yoshikawa, Kun-Huei Yeh, Chia Jui Yen, Yongjian Zhou, Wei-Peng Yong,
Matthew C H Ng, Gwo Fuang Ho, Rubi Khaw Li, Xiao Fang, Pierre LeConte, Pooja Bhagia, Sun Young Rha; Kanagawa Cancer Center, Yokohama, Japan; National Cancer
Center Hospital East, Chiba, Japan; Kobe City Medical Center General Hospital, Hyogo, Japan; Niigata Cancer Center Hospital, Niigata, Japan; ChonnamNational University
Medical School, Hwasun, Korea, Republic of; National Cancer Center Hospital, Tokyo, Japan; National Taiwan University Hospital and Graduate Institute of Oncology,
National Taiwan University College of Medicine, Taipei, Taiwan; National Cheng Kung University Hospital, Tainan, Taiwan; Fujian Medical University, Fujian, China; National
University Cancer Institute Singapore (NCIS), Singapore, Singapore; National Cancer Centre Singapore, Singapore, Singapore; University Malaya Medical Centre, Kuala
Lumpur, Malaysia; St. Luke’s Medical Center, Quezon City, Philippines; Merck & Co., Inc., Rahway, NJ; MSD France, Puteaux, France; Yonsei Cancer Center, Yonsei
University College of Medicine, Seoul, South Korea

Background: In the randomized phase 3 KEYNOTE-585 study (NCT03221426), pCR was sig-
nificantly improved in participants (pts) with locally advanced G/GEJ cancer treated using
perioperative pembro + chemo vs placebo (pbo) + chemo, although the difference in EFS did not
meet the prespecified criteria for significance. We present an exploratory subgroup analysis by
geographic region (Asia vs non-Asia). Methods: Eligible pts had untreated, locally advanced,
resectable G/GEJ adenocarcinoma (including Siewert type 2 or 3 tumors). Pts enrolled in the
main cohort (n = 804) received neoadjuvant pembro 200mg IVQ3Wor pbo+ chemo (cisplatin +
capecitabine or 5-FU) for 3 cycles (C); after surgery, pts received adjuvant pembro or pbo +
chemo Q3W for 3C then adjuvant pembro or pbo Q3W for 11C. Pts in the FLOT cohort (n = 203)
received neoadjuvant pembro 200 mg IV Q3W or pbo Q3W for 3C + FLOT Q2W for 4C; after
surgery, pts received adjuvant pembro or pbo Q3W for 3C + FLOT Q2W for 4C, then adjuvant
pembro or pbo Q3W for 11C. Primary end points were pCR (BICR), EFS (RECIST v1.1 by in-
vestigator), OS (main), and safety (FLOT). We report outcomes in the main and FLOT cohorts
combined. The database cutoff date was February 16, 2024 (final analysis). Results: Of 1007 pts
enrolled, 387 were enrolled in Asia; 620, at non-Asia sites; baseline characteristics were
generally balanced, with notable exceptions for ECOG PS 1 (11.9% Asia vs 37.1% non-Asia),
FLOT backbone (1.6% vs 31.8%), tumor location stomach (86.6% vs 68.9%), and tumor stage
III-IVa (85.8% vs 74.0%). In the Asia subgroup, pCR was 17.1% with pembro + chemo vs 2.1%
with pbo + chemo (difference, 15.0%; 95% CI, 9.7-21.2); median EFS was 69.8 mo vs 42.7 mo
(HR, 0.81; 95%CI, 0.60-1.10), with a 5-year rate of 54.1% vs 45.6%;median OSwas not reached
(NR) vs NR (HR, 0.87; 95%CI, 0.63-1.19), with a 5-year rate of 61.3% vs 57.4%. In the non-Asia
subgroup, pCR was 12.4% with pembro + chemo vs 3.3% with pbo + chemo (difference, 9.1%;
95%CI, 4.9-13.6);median EFSwas 37.7mo vs 24.3mo (HR, 0.79; 95%CI, 0.64-0.98), with a 5-
year rate of 44.0% vs 33.0%; median OS was 60.7 mo vs 42.4 (HR, 0.85; 95% CI, 0.68-1.06),
with a 5-year rate of 50.5% vs 42.6%. In the Asia subgroup, treatment-related AE (TRAE) rates
were 98.4% with pembro + chemo vs 97.4% with pbo + chemo; grade 3-5 TRAE rates were
69.6%vs 65.1%, respectively. In the non-Asia subgroup, TRAE rateswere 94.1%with pembro +
chemo vs 96.1% with pbo + chemo; grade 3-5 TRAE rates were 65.5% vs 61.7%, respectively.
Conclusions: A favorable trend in EFS and OS was seen in both the Asia and the non-Asia
subgroups of KENOTE-585; additional antitumor activity of pembro + chemo was consistently
observed, regardless of region. The safety profiles were generally comparable between the
subgroups. These findings support the global development of this perioperative
immunotherapy/chemotherapy regimen. Clinical trial information: NCT03221426. Research
Sponsor: Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.
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Association of neighborhood-level factors with access to genetic testing in patients
with resectable pancreatic ductal adenocarcinoma.

Muhammad Maisam Ali, Benjamin Cher, Clayton Thomas Marcinak, Anna Zakas, Noelle K. LoConte, Syed Nabeel Zafar; University of Wisconsin School of Medicine and
Public Health, Madison, WI; University of Wisconsin System, Madison, WI; University of Wisconsin Madison, Madison, WI; University of Wisconsin–Madison, Madison, WI

Background: Since 2019, the NCCN has recommended genetic testing for all patients with
pancreatic ductal adenocarcinoma (PDAC). However, only one-third of patients undergo
testing. For other cancers, social determinants of health have been shown to influence access
to genetic testing. This study examines disparities in genetic testing among PDAC patients
using neighborhood-level measures. Methods: We retrospectively analyzed 249 patients who
underwent curative-intent resection for PDAC at a high-volume academic center between 2019
and 2023. Neighborhood disadvantage was quantified using the Area Deprivation Index (ADI).
Additional socioeconomic variables included Rural-Urban Classification (RUCA) codes, in-
surance type (private vs. non-private), and distance to the treating facility. The primary
outcome was completion of genetic testing. For those that did not undergo testing, we
separately analysed the association between socioeconomic factors and presence of a referral
for genetic counseling or testing. Logistic regressionmodels adjusted for age, sex, and period of
diagnosis were used to assess associations. Results: The cohort’smean age was 66.6 years (SD:
9.2); 45.1% were female, and 97.6% identified as non-Hispanic White. Median ADI was 55.0
(IQR: 29.5), and 38.1% lived in rural areas. Genetic testing was completed by 96 patients
(40.1%), identifying pathogenic variants in 18 (18.7%). Multivariable analysis revealed age
above 65, higher ADI, and greater distance from the facility significantly reduced testing
likelihood. Testing rates increased between 2019 and 2023 (Table 1). Among the 153 patients
without testing, only 41.2%were referred for genetic counseling/testing. Greater distance from
the facility was associated with lower likelihood of being referred (OR: 0.33 [CI: 0.13, 0.85]).
Conclusions: Neighborhood-level factors influence genetic testing access, even in a predom-
inantly racially homogenous population. Targeted interventions are needed to reduce dispar-
ities and improve testing and referral rates. Research Sponsor: None.

Univariable and multivariable logistic regression for association of socioeconomic factors with com-
pletion of testing.

Univariable Multivariable*

Factor OR [95% CI] OR [95% CI]
ADI (continuous)
Urban residence (ref: Rural)

0.12 [0.04, 0.46]*
0.61 [0.34, 1.04]

0.15 [0.02, 0.97]*
0.97 [0.50, 1.90]

Distance to facility (ref: Low, <33)
Moderate, 33–61 0.49 [0.26, 0.93]* 0.75 [0.34, 1.65]

High, ‡ 61 0.31 [0.17, 0.56]* 0.45 [0.21, 0.99]*
Age ‡ 65 (ref:<65)
Female Sex (ref: Male)
Non-private insurance (ref: Private)
Period of diagnosis (ref: 2019-2020)
2023

0.81 [0.50, 1.31]
1.05 [0.68, 1.62]
0.77 [0.46, 1.28]
7.32 [3.63, 14.78]*

0.50 [0/26, 0.94]*
1.08 [0.57, 2.04]
1.13 [0.63, 2.01]
7.37 [3.52, 15.43]*

*Statistically significant. Adjusted for age, sex, insurance status, and period of diagnosis.
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Constructing genetic-immune prognostic subtypes of primary duodenal adeno-
carcinoma through whole exome sequencing and AI-assisted immune microenvi-
ronment analysis.

Ting Han, Xiaolin Lin, Lingyan Zhu, Meng Zhuo, Dongxi Xiang, Yan Feng, Jiyang Zhang, Dadong Zhang, Zebing Liu, Xiuying Xiao; Department of Oncology, Renji Hospital,
School of Medicine, Shanghai Jiao Tong University, Shanghai, China; Renji Hospital, School of Medicine, Shanghai Jiao Tong University, Shanghai, China; State Key
Laboratory of Oncogenes and Related Genes, Department of Biliary-Pancreatic Surgery, Ren Ji Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai,
China; 3D Medicines Inc., Shanghai, China; Renji Hospital Shanghai, Jiaotong University School of Medicine, Shanghai, China

Background: Primary duodenal adenocarcinoma (DA) is a rare gastrointestinal tumor with a
poor prognosis. This study aimed to investigate the tumor immune microenvironment (TIME)
and genetic landscape of DA to depict the unique DA subtypes, distinguishing its prognosis and
identifying potential therapeutic targets.Methods: To reveal the heterogeneity of DA’s genetic
landscape and TIME, 88 treatment-naı̈ve DA tumor samples were analyzed via multiplex
immunofluorescence (mIF) staining, whole-exome sequencing, and RNA sequencing. The
quantity of infiltrating cells, tertiary lymphoid structure, and spatial analysis was conducted
using an automated platform (APTIME), an artificial intelligence-based analysis tool for
analyzing pathology images from formalin-fixed paraffin-embedded slides stained with
mIF. Results: Significant heterogeneity was observed in the genetic and immune landscapes
of DA. A genetic-immune classificationwas established, identifying four distinct subtypes:MSI
(microsatellite instable), InA(inflamed active), ML (macrophage-low), andMH (macrophage-
high). The InA subtype exhibited high levels of infiltrating immune cells, while theMHsubtype,
characterized by enriched tumor-associated macrophages, was associated with the worst
overall survival. The MH subtype frequently harbored TGF-b pathway mutations, particularly
in SMAD4, while the ML subtype showed alterations that predominantly in the SWI/SNF
pathway, specifically in ARID2. Spatial analysis indicated that closer proximity between mac-
rophages andboth tumor cells andT cells correlatedwithworse prognosis inDApatients. Closer
interactions between PD-L1 and PD1+ T cells in the MH subtype suggested that PD-1/PD-L1
interactions contributed to an immunosuppressive tumor microenvironment. Conclusions:
This study enhances the understanding of DA’smolecular characteristics, particularly through
the identification of a novel genetic-immune subtype, andprovides a foundation for developing
precision treatment strategies for this malignancy. Research Sponsor: None.
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Uncovering the tumor microenvironment (TME): Exploring survival and immuno-
therapy (IO) response in cancer of unknown primary (CUP).

Joelle Allam, Jeannelyn Estrella, Victoria Higbie, Phat Le, Alisha Heather Bent, Nikita Kotlov, Oleg Baranov, Flora Tongsai, Francesca Paradiso, Naira Samarina,
Natalia Galanicheva, Michael Hensley, Nathan Hale Fowler, Anneleis Willett, Vincent Nguyen, Aurelio Matamoros, Elizabeth A. Lano, Kanwal Pratap Singh Raghav,
Ryan W. Huey; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of General Oncology, The University of Texas MD Anderson Cancer Center,
Houston, TX; BostonGene Corporation, Waltham, MA; Boston Gene, Inc., Houston, TX; BostonGene, Inc., Waltham, MA

Background: Cancer of Unknown Primary (CUP) is a group of rare and heterogeneous met-
astatic cancers with unidentifiable site of origin at time of diagnosis, despite extensive in-
vestigation. Characterization of CUP remains challenging, and biomarkers are urgently needed
to better tailor therapies. Tumor microenvironment (TME) comprises the dynamic and com-
plex network of extracellular matrix, blood vessels, immune cells, signaling molecules
surrounding a tumor. It plays a critical role in tumorigenesis, progression and response to
treatment. This study investigates the correlation between clinical factors, TME, IO and overall
survival outcomes in patients diagnosed with CUP. Methods: We retrospectively evaluated 49
CUPpatientswhounderwentBostonGeneTumorPortrait (BGTP) testing between January 2023
and July 2024. BGTP utilizes a combination of Next-Generation Sequencing (NGS) and artificial
intelligence to analyze a tumor sample’s genetic profile along with its surrounding microen-
vironment, thereby providing amore comprehensive view to support clinical decision-making
and optimize treatment strategies. Clinico-pathological data, including age, ECOG perfor-
mance status at diagnosis, baseline laboratory results, tumor histology and grade, number of
metastatic sites (NMS) and IO treatment history were collected through retrospective chart
review. TME was categorized into 4 subtypes: immune-enriched (IE), immune-enriched/
fibrotic (IE/F), fibrotic (F) and immune-depleted (D). Results: Baseline characteristics of 49
CUP patients show median age at diagnosis was 63 years (range 32-80). Most patients were
male (59%). Grade was reported as poorly differentiated in 69%, with pathology described as
carcinoma (47%), adenocarcinoma (33%), squamous cell carcinoma (10%) and malignant
neoplasm (8%). TME subtypes distribution was 33% IE, 14% IE/F, 16% F, 37% D. Univariate
analysis revealed that better outcomes were associated with lower NLR (, 5) (median survival
57 vs 11months, p = 0.006), lower ECOG (57 vs 16 vs 6months for ECOG0, 1 and 2 respectively, p
= 0.002), lowerNMS (, 3) (45 vs 14months, p = 0.046). Survival data of TMEandNLR subsets is
shown in the table. Conclusions: This is the first characterization of TME profile in CUP. A
diverse range of TME subtypes were seen in this population. While classical prognostic factors
such as NLR, ECOG, NMS were associated with better survival, there also appears to be a trend
toward survival benefit with IO in the IE/IE-F subset. Further studies are needed to pro-
spectively explore the role of TME subtypes in determining clinical outcomes and IO response.
Research Sponsor: None.

Median overall survival (months) in TME and NLR subsets, with and without IO.

Subset/Treatment IE/IE-F F/D P-value NLR High NLR Low P-value

IO 45.3 15.6 0.14 11.2 22.7 0.04
No IO 14.6 10.8 10.8 57.4
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Identification of differential epigenetic landscapes in subtypes of appendiceal
cancer.

Luisa Ladel, Wan Ying Tan, Bethsebie Sailo, Paromita Das, Antariksh Tyagi, ILKe Nalbantoglu, Anup Sharma, Nita Ahuja; Yale University, New Haven, CT; University of
Connecticut School of Medicine, Farmington, CT; Yale University School of Medicine, Department of Surgery, New Haven, CT

Background: Appendiceal cancers (AC) represent a rare and heterogeneous group of malig-
nancies, often managed with strategies adapted from colorectal cancer (CRC) due to their
anatomical proximity. However, marked differences in biological behavior, treatment re-
sponse, and molecular profiles between AC and CRC necessitate independent study. While
genomic data on AC has been explored, epigenetic landscapes remain uncharted. This study
establishes the first comprehensive epigenetic profile of appendiceal cancer subtypes, aiming
to identify novel biomarkers, therapeutic targets, and prognostic indicators. Methods: Tissue
specimens from 20 patients with histologically confirmed appendiceal neoplasms and 4 age-
matched non-neoplastic controls were analyzed. Malignant subtypes were categorized into
three groups: Normal, Low-Grade AppendicealMucinous Neoplasms (LAMN,with andwithout
pseudomyxoma peritonei), and Advanced Neoplasia (mucinous adenocarcinoma, non-
mucinous adenocarcinoma, and goblet cell adenocarcinoma). Whole-genomemethylome pro-
filing was performed using enzymatic methyl-seq for single-base resolution of DNA methyl-
ation. Differentially methylated regions (DMRs) were identified with a q-value cutoff of, 0.05
and analyzed using theWhole Genome R packagewith themethylKit analysis pipeline.Results:
Epigenetic clustering revealed progressive dysregulation from normal tissue to LAMN and
further to advancedneoplasia, supporting a continuumofmalignancy. Our preliminary analysis
of CpG islands identified 2,621DMRsbetweenLAMNandnormal tissues and 395DMRsbetween
Advanced Neoplasia and LAMN. In promoter regions, 1,852 DMRs differentiated LAMN from
normal, and 283 distinguished Advanced Neoplasia from LAMN. LAMN samples exhibited
predominantly hypomethylated regions relative to normal tissues (2,299 vs. 322 for CpG
islands; 1,579 vs. 273 for promoters). Conversely, advanced neoplasia demonstrated more
hypermethylated regions than LAMN (243 vs. 152 for CpG islands; 195 vs. 88 for promoters).
Most DMRswere localized to intronic, distal intergenic, and promoter regions. Key overlapping
DMRs included 8 hypomethylated CpG islands, 41 hypermethylated CpG islands, 3 hypome-
thylated promoters, and 14 hypermethylated promoters. These regions implicate pivotal genes
in the progression from LAMN to advanced neoplasia. Conclusions: This study pioneers the
epigenetic characterization of appendiceal cancers, uncovering unique methylation signatures
that differentiate malignant subtypes and normal tissue. Integrating these findings with
genomic data highlights critical targets for the detection and molecular classification of
appendiceal neoplasms. These insights pave the way for improved diagnostic and therapeutic
strategies tailored to this rare malignancy. Research Sponsor: None.
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Circulating tumor DNA-based genomic profiling and real-world outcomes in cancer
of unknown primary (CUP).

Keelia Clemens, LaurenWelch, Nicole Zhang, Pat Gulhati; Guardant Health, Redwood City, CA; Guardant Health, Inc, Palo Alto, CA; Rutgers Cancer Institute, New Brunswick,
NJ

Background: CUP accounts for ,5% of cancers and carries a dismal prognosis with median
overall survival of ~13 months. Studies suggest up to one-third of CUP patients (pts) have a
potentially targetable alteration (PTA) that may be eligible for molecularly guided therapy
(MGT). Liquid biopsy (LB) is a non-invasive method to identify PTAs and genomic clues
regarding primary site via circulating tumor DNA (ctDNA). We characterize the ctDNA land-
scape of PTAs in CUP and evaluate outcomes for pts receiving MGT. Methods: Real-world data
was sourced via GuardantINFORM, a database aggregating insurance claims and de-identified
records of pts with clinical LB via Guardant360. PTAs were defined as alterations with FDA
approved therapies in non-CUP indications. Pts with CUP and$1 treatment claim after LB were
included. Outcomes of pts treated with MGT and pts with the same PTA not treated with MGT
were assessed via real-world time to treatment discontinuation (rwTTD), real-world time to
next treatment (rwTTNT) and real-world overall survival (rwOS) inmonths. Log-rank test was
used to compare time-to-event outcomes. Results: Of 13,324 CUP pts, 50% were male; the
median age was 69 years. Majority of pts underwent LB at time of diagnosis (92.1%). In pts
with $1 genomic alteration identified (91.9%), the most common genomic alterations were
TP53 (55%), KRAS (25%), PIK3CA (14%), and EGFR (12%). A PTA was identified in 29.4% of pts,
themost frequent being PIK3CA (9.2%), KRAS G12C (4.3%), BRCA1/2 (4%), ERBB2 (3.9%), EGFR
(2.8%), IDH1 (2.5%), BRAF V600E (2.4%) and MSI-H (2%). rwTTD was higher for pts with
alterations in EGFR, BRAF V600E, and MSI-H receiving MGT; only EGFR reached significance
(Table). Similarly, rwTTNTwas improved in ptswith EGFR, BRAFV600E alterations andMSI-H,
but did not reach significance. rwOS was numerically higher for BRAF V600E and ERBB2
mutated pts receiving MGT (Table). Conclusions: This study represents the first large-scale
ctDNA genomic profiling of CUP pts with real-world outcomes.LB detected PTAs in 29.4% of
CUP pts, similar to tissue-based testing. Our findings support use of LB to identify PTAs in CUP
pts; however, prospective trials are needed to assess MGT efficacy. Research Sponsor: None.

Real-world outcomes (in months): MGT vs no MGT.

rwTTD rwTTNT rwOS

EGFR
(n=46)

5.8 (95CI: 3-10.27) vs 2.8
(95CI: 2.1-4.5), p=0.0043

11.7 (95CI: 6.2-NR) vs 6.5
(95CI: 5.0-NR), p=0.33

12.8 (95CI: 8.9-NR) vs 13.9
(95CI: 7.0-NR), p=0.9

BRAF
V600E
(n=36)

5.7 (95CI: 4.2-25.1) vs 4.0
(95CI : 3.4-11.4), p=0.48

10.2 (95CI: 6.9-NR) vs 9.1
(95CI: 5.6-NR), p=0.43

35.1 (95CI: 10.2-NR) vs 25.0
(95CI: 7.0-NR), p=0.18

ERBB2
(n=58)

3.9 (95CI: 2.8-5.9) vs 4.2 (95CI:
2.8-6.8), p=0.41

7.0 (95CI: 4.9-NR) vs 6.1
(95CI: 4.2-NR), p=0.96

21.9 (95CI: 11.6-NR) vs 17.0
(95CI: 8.1-NR), p=0.37

MSI-H
(n=34)

7.2 (95CI: 4.9-22.5) vs 3.9
(95CI: 2.3-NR), p=0.14

15.4 (95CI: 7.0-NR) vs 10.2
(95CI: 5.5-NR), p=0.77

NR (95CI: 19.0-NR vs 34.5
(95CI: 29.8-NR), p=0.84
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A multiregional, randomized, controlled, open-label, phase 3 study of the anti-
claudin18.2 (CLDN18.2) antibody-drug conjugate (ADC) arcotatug tavatecan
(IBI343) in gastric or gastroesophageal junction adenocarcinoma (G/GEJA): Trial in
progress.

Lin Shen, Kohei Shitara, Qi Mei, Changzheng Li, Jia Wei, Xianhe Xie, Ping Chen, Zhihu Li, Ninggang Zhang, Yanqiao Zhang, Lili Sheng, Xiaobing Chen, Qunyi Guo,
Jianwei Yang, Zhenyang Liu, Xinjun Liang, Ming Liu, Yongdong Jin, Zhimin Gong, Hui Zhou; Beijing Cancer Hospital, Beijing, China; National Cancer Center Hospital East,
Chiba, Japan; Shanxi Bethune Hospital, Taiyuan, China; Shandong Cancer Hospital and Institute, Jinan, China; Nanjing Drum Tower Hospital, Nanjing, China; The First
Affiliated Hospital of Fujian Medical University, Fuzhou, China; General Hospital of Ningxia Medical University, Yinchuan, Ningxia, China; Gansu Cancer Provincial Hospital,
Lanzhou, Gansu, China; Shanxi Cancer Hospital, Taiyuan, China; Harbin Medical University Cancer Hospital, Harbin, China; The First Affiliated Hospital of Wannan Medical
College, Wuhu, China; Henan Cancer Hospital, Zhengzhou, China; Taizhou Hospital of Zhejiang Province, Taizhou, China; Fujian Cancer Hospital, Fuzhou, China; Hunan
Cancer Hospital, Changsha, China; Hubei Cancer Hospital, Wuhan, China; West China Hospital of Sichuan University, Chengdu, China; Sichuan Cancer Hospital, Chengdu,
China; Xiangyang Central Hospital, Affiliated Hospital of Hubei University of Arts and Science, Xiangyang, China; Innovent Biologics (Suzhou) Co., Ltd., Suzhou, China

Background: CLDN18.2 has been a validated therapeutic target for G/GEJA. As a next-
generation ADC, arcotatug tavatecan (IBI343) composed of anti-CLDN18.2 monoclonal anti-
body conjugated to exatecan (topoisomerase I inhibitor) with unique IgG1 Fc silencing to
attenuate antibody-dependent cellular cytotoxicity and complement-dependent cytotoxicity.
Previous phase 1 studies of IBI343 observed manageable safety profiles with encouraging
efficacy in G/GEJA, pancreatic ductal adenocarcinoma and biliary tract cancer (2024 ASCO
Annual Meeting [3037], ESMO GI 2024 [396MO], ESMO Asia 2024 [132MO]). Here, we present
the trial in progress of a phase 3 study (G-HOPE-001, NCT06238843) evaluating efficacy and
safety of IBI343 monotherapy versus treatment of investigator’s choice in previously treated
patients (pts) with CLDN18.2-positive G/GEJA. Methods: This multiregional, randomized,
controlled, open-label, phase 3 study planned to enroll 450 pts. Main inclusion criteria are:
1) locally advanced unresectable or metastatic G/GEJA; 2) positive CLDN18.2, defined as
immunohistochemical (IHC) membrane staining intensity $ 2+ in $ 75% of tumor cells as
measured by the VENTANA CLDN18 (43-14A) Assay; 3) radiologically evaluable disease, mea-
surable and/or non-measurable disease per RECIST v1.1; 4) received and progressed on 2-4
prior regimens of systemic therapy which must include a fluoropyrimidine, platinum, and a
taxane or irinotecan.Main exclusion criteria are: 1) positiveHER-2, defined as IHC 3+or IHC 2+/
in situ hybridization+; 2) history of treatment with topoisomerase inhibitor-based ADCs. Pts
are randomized in a 1:1 ratio to receive IBI3436mg/kgQ3W in the experimental armor to receive
treatment of investigator’s choice including irinotecan, paclitaxel, or trifluridine/tipiracil in the
control arm. Stratification factors include region (Asian country/region other than Japan vs.
European Union and United States vs. Japan), primary site of the tumor (stomach vs. gastro-
esophageal junction) and history of prior gastrectomy (yes vs. no). The primary endpoints are
progression-free survival (PFS) per RECIST v1.1 and overall survival (OS). The secondary
endpoints include objective response rate (ORR), disease control rate (DCR), duration of
response (DoR) and time to response (TTR) per RECIST v1.1, quality of life (QoL), safety,
pharmacokinetics (PK) and immunogenicity. The trial is currently enrolling pts in China and
Japan. Clinical trial information: NCT06238843. Research Sponsor: Innovent Biologics (Suz-
hou) Co., Ltd.
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Telisotuzumab adizutecan (ABBV-400; Temab-A) in combination with fluorouracil,
leucovorin, and budigalimab in locally advanced/metastatic gastric, gastro-
esophageal junction, or esophageal adenocarcinoma (a/m GEA).

Kohei Shitara, Elena Elimova, Zev A. Wainberg, Dani Ran Castillo, Li-Yuan Bai, Murtaza Bhuriwala, John Stewart Hrom, Chloe Xia, Ibrahim Abdelgawad, Raluca Predoiu,
Nandini Rudra-Ganguly, Rachel S. Leibman, Graham Walker, Ming-Huang Chen, Jen-Shi Chen, Xiaotian Zhang, Do-Youn Oh; Department of Gastroenterology and
Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Princess Margaret Cancer Centre, Toronto, ON, Canada; David Geffen School of Medicine
at University of California, Los Angeles, Los Angeles, CA; Department of Oncology/Hematology, School of Medicine, Loma Linda University, Loma Linda, CA; Division of
Hematology and Oncology, Department of Internal Medicine, China Medical University Hospital, Taichung, Taiwan; Hematology and Medical Oncology, HCA Houston
Healthcare Kingwood Medical Center, Kingwood, TX; Forrest General Hospital and Hattiesburg Clinic of Hematology and Oncology, Hattiesburg, MS; AbbVie, Inc., North
Chicago, IL; Department of Oncology, Taipei Veterans General Hospital, Taipei City, Taiwan; Department of Surgery, National Taiwan University Hospital, Taipei, Taiwan;
Department of Gastrointestinal Oncology, Peking University Cancer Hospital & Institute, Beijing, China; Cancer Research Institute, Seoul National University College of
Medicine, Seoul, Korea, Republic of

Background: The MET proto-oncogene and its receptor tyrosine kinase gene product (c-Met
protein) are involved in normal cellular functions such as cell proliferation and differentiation
but can be abnormally activated and upregulated in cancer to promote tumor growth.MET gene
amplification and increased c-Met protein expression are associated with poor survival out-
comes in gastric cancer. The antibody-drug conjugate Temab-A (ABBV-400) is composed of
the c-Met–directed antibody telisotuzumab conjugated to a potent topoisomerase 1 inhibitor. A
phase 1 study (NCT05029882) investigating Temab-Amonotherapy demonstratedmanageable
safety and encouraging efficacy in patients with previously treated, advanced GEA, with an
objective response rate of 29% (12/42) and clinical benefit rate of 71% (30/42) (Strickler et al.
Ann Oncol. 2024;35:1439P). This study evaluates Temab-A in combination with fluorouracil (5-
FU), leucovorin/folinic acid (LV), and budigalimab (budi; a PD-1–blocking antibody).Methods:
This multicenter,phase 2, open-label, randomized study (NCT06628310) will enroll ~180 adult
patients with HER2-negative a/mGEAwho have not received prior systemic therapy in the a/m
setting, have not received a prior PD-(L)1 inhibitor, have Eastern Cooperative Oncology Group
performance status 0–1, andhavemeasurable disease per RECIST v1.1. Primary objectives of the
study are to evaluate safety and tolerability, evaluate efficacy as measured by progression-free
survival and objective response, and select the recommended phase 3 dose of Temab-A in
combination with 5-FU, LV, and budi. Secondary objectives include assessment of dose-
limiting toxicities (DLTs) in the dose-escalation stage, evaluation of pharmacokinetics, and
further evaluation of efficacy measures (duration of response, disease control, and overall
survival). The study consists of 2 stages: dose escalation and dose optimization. During BOIN-
directed dose escalation, ~18 patients receive escalating doses of Temab-A administered once
every 4weeks (Q4W) in combinationwith fixed doses of 5-FU (2400mg/m2Q2W), LV (400mg/
m2 Q2W), and budi (500mgQ4W). DLTs are assessed during the first 28-day cycle. During dose
optimization, ~162 patients are randomized 1:1:1 to 1 of 2 selected doses of Temab-A in
combination with 5-FU, LV, and budi or a control arm of FOLFOX + budi. Randomization is
stratified by PD-L1 expression and primary tumor location. Treatment is administered until
disease progression, intolerable toxicity, or other discontinuation criteria are met. Either
archived formalin-fixed paraffin-embedded tissue or a fresh biopsy is required for biomarker
research that will include evaluation of c-Met protein expression andMET genomic alterations.
Clinical trial information: NCT06628310. Research Sponsor: AbbVie, Inc.; n/a.
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Open-label, single-arm, single-center phase 1b/2 clinical study of fruquintinib
combined with trastuzumab and XELOX in the first-line treatment of advanced
HER2-positive metastatic gastric or gastroesophageal junction adenocarcinoma.

Huifang Lv, Yunduan He, Caiyun Nie, Beibei Chen, Weifeng Xu, JianzhengWang, Jing Zhao, Xiaobing Chen; Department of Gastrointestinal Medical Oncology, The Affiliated
Cancer Hospital of Zhengzhou University, Henan Cancer Hospital, Zhengzhou, China; Department of Medical Oncology, Affiliated Cancer Hospital of Zhengzhou University,
Henan Cancer Hospital, Zhengzhou, China; Department of Medical Oncology, The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Zhengzhou,
China; The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Zhengzhou, Henan Province, China; Department of Gastrointestinal Medical
Oncology, The Affiliated Cancer Hospital of Zhengzhou University, Henan Cancer Hospital, Zhengzhou, Henan, China

Background: Trastuzumab plus chemotherapy has significantly prolonged survival in patients
with HER2-positive gastric and gastroesophageal junction (G/GEJ) cancer. The KEYNOTE-811
study suggested that the efficacy of adding pembrolizumab to trastuzumab and chemotherapy
was superior to trastuzumab plus chemotherapy. However, only patients with a PD-L1 com-
bined positive score (CPS) of 1 or higher could benefit, while those with PD-L1 CPS , 1 did not
benefit from this regimen. Fruquintinib is a highly selective oral tyrosine kinase inhibitor of
vascular endothelial growth factor receptors (VEGFRs) 1, 2, and 3. The phase 3 study FRUTIGA
demonstrated fruquintinib plus paclitaxel was superior to paclitaxel alone as second-line
treatment in patients with G/GEJ cancer. As anti-angiogenesis has a synergistic effect with
trastuzumab, we designed this study to evaluate the safety and efficacy of fruquintinib plus
trastuzumab, and CAPEOX as first-line treatment for advanced HER2-positive G/GEJ cancer.
Methods: This is a single-center, single-arm, open-label, phase 1b/2 study. The phase 1b study
will adopt a 3+3 design with escalating oral daily dose of 2 to 4mg (1 mg per level) fruquintinib
for days 1-14 in combination with trastuzumab (8mg/kg load, followed by 6mg/kg) intrave-
nously once for day 1, capecitabine 1000mg/m2 orally twice a day for days 1-14, and oxaliplatin
130mg/m2 intravenously once for day 1 using a 21-day cycle. The maximum tolerated dose
(MTD) and recommended phase 2 dose (RP2D) of fruquintinib will be determined in the phase
1b study with a dose-limiting toxicity (DLT) period of the first cycle. Major DLTs are defined as
any of the following toxicities occurring in the DLT period determined to be related to study
treatment: grade $ 4 hematological toxicities, grade $ 3 non-hematological toxicities, and
toxicities that required discontinuation of fruquintinib or trastuzumab $ 21 days. 6 to 12
systematic treatment-näıve patients with advanced G/GEJ cancer are expected to be enrolled
in the phase 1b study, depending on observed DLTs and the need for dose adjustments. In the
phase 2 study, 39 additional patients will be enrolled with RP2D administered. Upon 6-8 cycles
of treatment completed, fruquintinib plus trastuzumab and capecitabine will be administered
as maintenance treatment. The treatment continues until progressive disease or intolerable
toxicity. The primary endpoint of the phase 2 study is PFS. The secondary endpoints include OS,
ORR, DCR, DoR, safety, and molecular biomarker exploration. Clinical trial information:
ChiCTR2300074767. Research Sponsor: None.
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ARTEMIDE-Gastric01: A phase 3 randomized study of rilvegostomig with fluo-
ropyrimidine and trastuzumab deruxtecan (T-DXd) as first-line (1L) treatment for
locally advanced or metastatic HER2-positive gastric or gastroesophageal junction
cancer (GC/GEJC).

Rui-Hua Xu, Diogo Bugano Diniz Gomes, Jen-Shi Chen, Florian Lordick, Andrew Scott Paulson, Sun Young Rha, Josep Tabernero, Kensei Yamaguchi, Jun Zhang,
Jacqui Aitchison, Zhuoer Sun, Qian Zhu, Ye Xia, Anastasia Jiang, Xia Li, Osama E. Rahma, Manish A. Shah; Department of Medical Oncology, Sun Yat-Sen University Cancer
Center, State Key Laboratory of Oncology in South China, Guangdong Provincial Clinical Research Center for Cancer, Sun Yat-Sen University, Guangzhou, China; Hospital
Israelita Albert Einstein, S~ao Paulo, Brazil; Hospital Municipal Vila Santa Catarina, S~ao Paulo, Brazil; Department of Hematology and Oncology, Linkou Chang-Gung
Memorial Hospital and Chang-Gung University, Tao-Yuan City, Taiwan; Department of Medicine and University Cancer Center Leipzig, University of Leipzig Medical Center,
Leipzig, Germany; Texas Oncology-Baylor Charles A. Sammons Cancer Center, Dallas, TX; Department of Internal Medicine, Yonsei Cancer Center, Yonsei University Health
System, Seoul, South Korea; Medical Oncology Department, Vall d’Hebron Hospital Campus & Institute of Oncology (VHIO), IOB-Quiron, UVic-UCC, Barcelona, Spain; The
Cancer Institute Hospital of JFCR, Tokyo, Japan; Department of Oncology, Rui Jin Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Global
Clinical Operations, AstraZeneca, Macclesfield, United Kingdom; AstraZeneca, Shanghai, China; Oncology R&D, AstraZeneca, Shanghai, China; Statistics, AstraZeneca,
Gaithersburg, MD; Global Oncology R&D, AstraZeneca, Waltham, MA; Weill Cornell Medical College, New York, NY

Background: Patients with GC/GEJC often present with advanced disease, and prognosis for
these patients is poor, with a 5-year relative survival rate of ~5%, highlighting a need for new
treatment options. HER2 overexpression/amplification occurs in ~20% of cases. Adding im-
mune checkpoint inhibition to trastuzumab (anti-HER2 monoclonal antibody) and chemo-
therapy has shown clinical benefit in patients with advancedHER2-positive GC/GEJC (Janjigian
YY, et al.NEngl JMed 2024), and led to the approval of pembrolizumab (programmed cell death-
1 [PD-1] inhibitor), trastuzumab, and chemotherapy for HER2-positive GC/GEJC with pro-
grammed cell death ligand-1 combined positive score (PD-L1 CPS)$1. T-DXd (aHER2-directed
antibody-drug conjugate) is approved for the treatment of patients with locally advanced/
metastatic HER2-positive GC/GEJC who have received a prior trastuzumab-based regimen. In
addition, dual inhibition of PD-1 or PD-L1 and the immune checkpoint T cell immunoglobulin
and immunoreceptor tyrosine-based inhibitory motif domain (TIGIT) has shown encouraging
results across multiple tumor types, without major increases in high-grade toxicity compared
with PD-1 or PD-L1 inhibition alone. Rilvegostomig is a monovalent, bispecific, humanized
IgG1 monoclonal antibody targeting both PD-1 and TIGIT receptors that has shown encour-
aging efficacy with manageable safety as monotherapy in non-small-cell lung cancer (Hil-
termann TJN, et al. WCLC 2024. Oral presentation 1751) and with chemotherapy in HER2-
negative GC/GEJC (Herrero FR, et al. Ann Oncol 2024. Abs 1422P). Methods: ARTEMIDE-
Gastric01 (NCT06764875) is a phase 3, randomized, open-label, sponsor-blinded,multicenter,
global study that will assess the efficacy and safety of rilvegostomig with T-DXd and chemo-
therapy as 1L treatment in HER2-positive GC/GEJC with PD-L1 CPS $1. Approximately 840
participants (pts) will be randomized to Arm A: rilvegostomig + T-DXd + investigator’s (INV)
choice of capecitabine or 5-fluorouracil (5-FU); Arm B: pembrolizumab + trastuzumab + INV
choice of 5-FUand cisplatin (FP) or capecitabine andoxaliplatin (CAPOX); ArmC: rilvegostomig
+ trastuzumab + INV choice of FP or CAPOX. Eligible pts will have previously untreated,
unresectable, histologically confirmed, locally advanced/metastatic HER2-positive and PD-
L1 CPS $1 GC/GEJC and an ECOG performance status of 0 or 1. Dual-primary endpoints are
progression-free survival (RECIST v1.1; blinded independent central review) and overall sur-
vival in all randomized pts. Secondary endpoints include safety/tolerability, objective response
rate, and duration of response. Enrollment is planned across ~25 countries in Asia, Australia,
Europe, and North and South America. Clinical trial information: NCT06764875. Research
Sponsor: AstraZeneca.
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A randomized controlled trial comparing conversion surgery with palliative che-
motherapy in patients with initially unresectable cStage IVB/pStage IV advanced
gastric cancer who presented remarkable response to chemotherapy: JCOG2301
(Conversion study).

Itaru Yasufuku, Masanori Terashima, Naoki Takahashi, Kota Kawabata, Masayuki Yokoyama, Yukinori Kurokawa, Narikazu Boku, Takaki Yoshikawa; Department of Clinical
Anatomy Development Studies, Gifu University Graduate School of Medicine, Gifu-City, Japan; Division of Gastric Surgery, Shizuoka Cancer Center, Nagaizumi, Japan;
Department of Gastroenterology, Saitama Cancer Center, Saitama, Japan; Japan Clinical Oncology Group Data Center/Operations Office, National Cancer Center Hospital,
Tokyo, Japan; National Cancer Center Hospital, Tokyo, Japan; Department of Gastroenterological Surgery, Osaka University, Graduate School of Medicine, Suita, Japan;
Department of Oncology and General Medicine, IMSUT Hospital, Institute of Medical Science, University of Tokyo, Tokyo, Japan; Department of Gastric Surgery, National
Cancer Center Hospital, Tokyo, Japan

Background: Conversion surgery is a surgical treatment for patients with initially unresectable
cStage IVB gastric cancer who presented remarkable response to palliative chemotherapy
aiming at n R0 resection expecting long survival including he disease. This study is a random-
ized controlled phase III trial aimed to evaluate the efficacy of conversion surgery comparing to
palliative chemotherapy.Methods: Eligibility criteria include the followings : (1) Histologically
proven adenocarcinoma of the stomach. (2) Diagnosed as clinical stage IVB or pathological
stage IV according to the Japanese Classification of Gastric Carcinoma (15th edition), with at
least one of the following unresectable distant metastases before chemotherapy. (i) Four or
more liver metastases. (ii) Distant lymph node metastasis beyond para-aortic lymph node
No.16a2/16b1. (iii) Peritoneal dissemination diagnosed with imaging examination or P1b/P1c
peritoneal dissemination diagnosed with laparotomy or laparoscopy. (3) Undergoing first-line
chemotherapy regardless of nivolumab or trastuzumab use. (4) Confirmation of no peritoneal
metastasis or localization at a limited area close to the stomach by laparoscopy or laparotomy
after initiation of chemotherapy, with CY0 status in peritoneal lavage cytology. (5) Response to
chemotherapy of distant metastasis diagnosed before initiating first-line chemotherapy that
meets the following (i) and (ii) before registration. (i) Liver metastasis: three or fewer liver
metastasis. (ii) Distant lymph node metastasis excluding No.16a2/16b1: disappearance or re-
duction to a long axis of less than 6 mm. The primary endpoint is overall survival. After
confirming eligibility, patients are registered and randomized (1:1) to either the palliative
chemotherapy alone arm or the conversion surgery arm. We assumed the median survival
timeis 19 months after registration for the chemotherapy alone arm additional efficacy for
overall survival in the conversion surgery arm corresponding to a hazard ratio of 0.7. This study
requires 126 patients to observe 102 deaths, with power of 70% and a one-sided alpha of 10%,
considering the rarity of patientswith stage IV gastric cancerwho exhibit a significant response
to palliative chemotherapy, an accrual period of 5 years, and a follow-up period of 3 years. This
trial was initiated in September 2024, and the first patientwas enrolled in January 2025. Clinical
trial information: jRCTs031240340. Research Sponsor: Japan Agency for Medical Research and
Development (AMED).
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A randomized, double-blinded, international phase III trial comparing HLX22 in
combination with trastuzumab and chemotherapy versus trastuzumab and che-
motherapywith or without pembrolizumab for first-line treatment for HER2-positive
locally advanced or metastatic G/GEJ cancer.

Jaffer A. Ajani, Ken Kato, Futang Yang, Qingyu Wang, Lin Shen; Department of Gastrointestinal (GI) Medical Oncology, MD Anderson Cancer Center, Houston, TX;
Department of Gastrointestinal Medical Oncology, National Cancer Center Hospital, Tokyo, Japan; Shanghai Henlius Biotech, Inc., Shanghai, China; Peking University
Cancer Hospital, Beijing, China

Background: Combination therapy with trastuzumab and chemotherapy is the first-line
systemic treatment for human epidermal growth factor receptor 2 (HER2) positive advanced
gastric or gastroesophageal junction (G/GEJ) cancer. Among patients whose tumors express
programmed death ligand 1 (PD-L1; defined as combined positive score [CPS] $ 1), treatment
options also include pembrolizumab plus trastuzumab and chemotherapy. Survival outcomes
remain unsatisfactory despite these advances. HLX22 is an anti-HER2 antibody that targets a
different epitope than trastuzumab. HLX22 has shown improved progression-free survival
(PFS) when added to trastuzumab plus oxaliplatin and capecitabine (XELOX) in a phase 2 study
(NCT04908813). Here we present the design of a phase III randomized controlled study.
Methods: This randomized, double-blind, two-arm phase III clinical study aims to compare
the efficacy and safety of HLX22 in combination with trastuzumab and XELOX versus (vs)
trastuzumab and XELOX with or without (6) pembrolizumab in patients with HER2-positive,
advanced G/GEJ cancer and no prior antitumor therapy in the advanced setting. Key inclusion
criteria include histologically or cytologically confirmed diagnosis of previously untreated,
locally advanced unresectable or metastatic HER2-positive G/GEJ adenocarcinoma. Key ex-
clusion criteria include prior use of any HER2-target therapy. Approximately 550 eligible
patients will be enrolled from multiple regions across the globe and randomly assigned in a
1:1 ratio to receiveHLX22 (15mg/kg) + trastuzumab +XELOX6 placebo (for pembrolizumab) or
placebo (for HLX22) + trastuzumab + XELOX 6 pembrolizumab. HLX22 will be administered
intravenously on Day 1 of each 21-day treatment cycle until loss of clinical benefit, death,
intolerable toxicity, withdrawal of informed consent, or other reasons. The stratification
factors include HER2 immunohistochemistry (3+ vs 2+), geographic region (Asia vs Europe/
North America vs rest of the world), primary tumor site (gastric vs gastroesophageal junction),
and tumor PD-L1 expression (CPS , 1 or not evaluable vs 1 # CPS , 10 vs CPS $ 10). The dual
primary endpoints are PFS assessed by independent radiology review committee per RECIST
v1.1 and overall survival. Secondary endpoints include investigator-assessed PFS, objective
response rate, PFS on the subsequent line of therapy, duration of response, safety, pharma-
cokinetics, immunogenicity, and quality of life. This study is currently open for enrollment and
has completed first dose of the first patient. Clinical trial information: NCT06532006. Research
Sponsor: Shanghai Henlius Biotech, Inc.
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An open-label, randomized, multicenter, phase 3 study of trastuzumab deruxtecan
(T-DXd) + chemotherapy (chemo) 6 pembrolizumab (pembro) versus chemo +
trastuzumab 6 pembro in first-line metastatic HER2+ gastric or gastroesophageal
junction (GEJ) cancer: DESTINY-Gastric05.

Kohei Shitara, Lin Shen, Jeeyun Lee, PauloMarcelo Hoff, Elizabeth Catherine Smyth, Daniel Barrios, Kojiro Kobayashi, Yasuyuki Okuda, Takahiro Kamio, Yelena Y. Janjigian;
National Cancer Center Hospital East, Chiba, Japan; State Key Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Department of GI Oncology,
Peking University Cancer Hospital & Institute, Beijing, China; Samsung Medical Center, Seoul, South Korea; University of S~ao Paulo, Sao Paulo, Brazil; Oxford University
Hospitals NIHR Biomedical Research Centre, Churchill Hospital, Oxford, United Kingdom; Daiichi Sankyo, Inc., Basking Ridge, NJ; Daiichi Sankyo Co., Ltd., Tokyo, Japan;
Gastrointestinal Oncology Service, Memorial Sloan Kettering Cancer Center, New York, NY

Background: An unmet medical need remains in patients (pts) with HER2+ gastric or GEJ
cancer. HER2 is a validated target in up to 20%of pts with gastric or GEJ cancer. The KEYNOTE-
811 trial demonstrated that adding pembro to trastuzumab and chemo improved progression-
free survival (PFS) and overall survival (OS) versus placebo for first-line treatment of pts with
HER2+ gastric or GEJ cancer with a PD-L1 combined positive score (CPS)$1 (Janjigian Y et al. N
Engl J Med. 391;1360:2024). In the DESTINY-Gastric03 trial, first-line combinations involving
T-DXd, a HER2-directed antibody-drug conjugate, and fluoropyrimidine (5-FU or capecita-
bine [CAPE]) 6 pembro showed acceptable safety and encouraging efficacy in pts with HER2+
gastric or GEJ cancer, including pts with CPS , 1 (Janjigian Y et al. Ann Oncol. 35;S878:2024).
Building on this evidence, the phase 3 DESTINY-Gastric05 trial aims to bring a potentially
improved platinum-free treatment approach for all pts with HER2+ gastric or GEJ cancer.
Methods: DESTINY-Gastric05 (NCT06731478) is an open-label, randomized, multicenter,
phase 3 global trial designed to evaluate the efficacy and safety of T-DXd in combination with
5-FU (or CAPE) + pembro versus standard-of-care chemowith trastuzumab + pembro as first-
line treatment in pts with unresectable, locally advanced or metastatic centrally confirmed
HER2+ (immunohistochemistry [IHC] 3+or IHC2+/in situhybridization+) gastric orGEJ cancer
with a CPS $1. Pts must have $1 RECIST v1.1 measurable lesion, a left ventricular ejection
fraction $50%, and an Eastern Cooperative Oncology Group performance status of 0 or 1.
Approximately 576 pts will be randomly assigned in a 1:1 ratio to receive: T-DXd 5.4 mg/kg +
either 5-FU or CAPE + pembro (arm M1); or trastuzumab + platinum-based chemo (either
cisplatin + 5-FU or oxaliplatin + CAPE) + pembro (arm M2). The primary efficacy endpoint is
PFS based on blinded independent central review (BICR), and the key secondary endpoint is OS.
Other secondary endpoints include overall response rate, duration of response, and time to
response per RECIST v1.1 assessed by BICR and investigator. Safety and tolerability will also be
assessed. An exploratory cohort (approximately 150 pts) will evaluate the efficacy and safety of
T-DXd in combination with 5-FU or CAPE versus trastuzumab plus standard-of-care chemo in
pts with PD-L1 CPS , 1. Clinical trial information: NCT06731478. Research Sponsor: Daiichi
Sankyo, Inc.
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A phase II study of sacituzumab govitecan for advanced esophageal squamous cell
carcinoma patients (SG-ESCC).

Jhe-Cyuan Guo, Tsung-CheWu, Ta-Chen Huang, Hung-Yang Kuo, Chien-Huai Chuang, Wei-Chen Lu, Chia-Chi Lin, Chih-Hung Hsu; National Taiwan University Cancer Center,
Taipei, Taiwan; National Taiwan University Hospital Hsin-Chu Branch, Hsinchu, Taiwan; National Taiwan University Hospital, Taipei, Taiwan; National Taiwan University
Hospital, Taipei City, Taiwan; Department of Oncology, National Taiwan University Hospital Yunlin Branch, Yunlin, Taiwan

Background: Esophageal squamous cell carcinoma (ESCC) remains a significant global health
challenge, particularly in Asia. There are limited treatment options for advanced ESCC patients
who fail platinum-based chemotherapy and anti-PD-1/PD-L1 therapy, resulting in poor
prognoses. Trophoblast cell surface antigen 2 (Trop-2), a transmembrane protein overex-
pressed in ESCC, offers a potential therapeutic target due to its differential expression between
tumors and normal tissues. Sacituzumab govitecan, an antibody-drug conjugate (ADC) com-
prising an anti-Trop-2 antibody linked to a topoisomerase I inhibitor payload, has shown
efficacy in triple-negative and hormone receptor-positive breast cancers. This study aims to
investigate the efficacy and safety of sacituzumab govitecan in patients with advanced ESCC.
Methods: This investigator-initiated, prospective, phase II, single-arm, multi-center trial
evaluates the efficacy and safety of sacituzumab govitecan (10mg/kg IV on days 1 and 8 of a 21-
day cycle) in advanced ESCC patients. Eligible patients must have failed prior platinum-based
chemotherapy and anti-PD-1/PD-L1 therapy, exhibit measurable disease per RECIST 1.1, and
have anECOGperformance status#1. Theprimary endpoint is the objective response rate (ORR)
byRECIST 1.1. Secondary endpoints includeoverall survival, progression-free survival, duration
of response, and safety outcomes. Biomarker analyseswill explore Trop-2 expression andother
molecular markers associated with treatment efficacy and resistance as well as toxicity. A total
of 35 patients will be enrolled employing Simon’s two-stage design, with a type I error rate of
0.1 and 80% power to detect an ORR $25%, considered promising compared to the historical
control of #10%. In the first stage, 16 patients will be accrued, with $2 responses required to
proceed to the second stage of 15 additional patients. Accounting for ananticipated 10%dropout
rate, the study aims to complete enrollment within 24 months. Enrollment began in August
2024, and as of December 2024, 5 of the planned 35 patients have been enrolled. Clinical trial
information: NCT06329869. Research Sponsor: Gilead Sciences.
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KEYMAKER-U06 substudy 06E: A phase 1/2 open-label, umbrella platform study of
ifinatamab deruxtecan in combination with pembrolizumab with or without che-
motherapy for first-line treatment of advanced esophageal squamous cell carci-
noma (ESCC).

Ken Kato, Toshihiko Doi, Antoine Adenis, Manish A. Shah, Peter C. Enzinger, Lin Shen, Tatiane Cristine Ishida, Leah Suttner, Kanu Sharan, Pooja Bhagia, Jong-Mu Sun;
National Cancer Center Hospital, Tokyo, Japan; National Cancer Center Hospital East, Chiba, Japan; Institut du Cancer de Montpellier and IRCM, Université de Montpellier,
Montpellier, France; NewYork-Presbyterian Hospital, New York, NY; Dana-Farber Cancer Institute, Boston, MA; Beijing Cancer Hospital, Beijing, China; Daiichi Sankyo, Inc.,
Basking Ridge, NJ; Merck & Co., Inc., Rahway, NJ; Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea

Background: There is a substantial need for more effective and tolerable first-line treatment
options for patients with advanced ESCC. B7-H3 is a type 1 transmembrane protein that is
highly expressed in several cancers, including ESCC, and is associated with a poor prognosis.
Ifinatamab deruxtecan (I-DXd; formerly DS-7300a/MK-2400) is a B7-H3–directed antibody-
drug conjugate comprising a humanized anti–B7-H3 IgG1 monoclonal antibody (ifinatamab)
covalently linked to a potent topoisomerase I inhibitor payload (DXd; an exatecan derivative)
by a cleavable linker. In the phase 1/2 DS7300-A-J101 study, I-DXd monotherapy showed
promising antitumor activity in participants (pts) with advanced ESCC. KEYMAKER-U06 is an
open-label, phase 1/2, umbrella platform study designed to evaluate investigational agents
with or without pembrolizumab and/or chemotherapy for advanced gastroesophageal cancer.
Substudy 06E (NCT06780111) will be conducted to evaluate I-DXd plus pembrolizumab with or
without chemotherapy as first-line therapy for advanced ESCC. Methods: Eligible pts are
aged $18 years with previously untreated, histologically or cytologically confirmed, locally
advanced unresectable or metastatic ESCC, measurable disease per RECIST v1.1 by investigator
review and verified by blinded independent central review (BICR), and an Eastern Cooperative
OncologyGroup performance status of 0 or 1. Ptswill be assigned to 1 of 4 treatment arms: arm 1
(reference treatment; pembrolizumab 200 mg IV Q3W for #35 cycles plus chemotherapy
[mFOLFOX6: oxaliplatin 85 mg/m2 IV Q2W plus 5-FU 400 mg/m2 (bolus) and 2400 mg/m2

(continuous) IV Q2Wplus leucovorin 400mg/m² IV Q2W]); arm 2 (I-DXd 12mg/kg IV Q3Wplus
pembrolizumab); arm 3 (I-DXd 12 mg/kg plus pembrolizumab plus 5-FU 400 mg/m2 [bolus]
and 2400 mg/m2 [continuous] IV Q2W plus leucovorin 400 mg/m² IV Q2W); and arm 4 (I-DXd
[8mg/kg or 12mg/kg] IV plus pembrolizumab plus 5-FU 2400mg/m2 IV and oxaliplatin 60mg/
m2). Approximately 209 pts will be enrolled. A safety lead-in phase with #29 pts will be
conducted in arms 2 (n#6), 3 (n#10), and 4 (n#13) using a Bayesian optimal interval design to
confirm the safety and recommended phase 2 dose (RP2D; arm4 only) of I-DXd in combination
with other agents; this phase will be conducted sequentially, starting with arm 2, followed by
arms 3 and 4. Thereafter,#180 pts will be included in the randomized phase (#60 in arm 1;#40
each in arms 2-4). Pts will be randomly assigned 1:2 to arm 1 and the investigational arms.
Primary outcomes are safety and tolerability, RP2D of I-DXd, and objective response rate per
RECIST v1.1 by BICR for the selected dose. Secondary outcomes include DOR and PFS per RECIST
v1.1 by BICR, OS, and pharmacokinetics of I-DXd in combination with other agents. Enrollment
is ongoing. Clinical trial information: NCT06780111. Research Sponsor: Daiichi Sankyo Com-
pany, Limited and Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ,
USA.
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A phase II study of perioperative intraperitoneal paclitaxel in patients with gastric
adenocarcinoma and carcinomatosis or positive cytology.

Brian D. Badgwell, Naruhiko Ikoma, Mariela A. BlumMurphy, Jenny Jing Li, Wei Qiao, Paul F. Mansfield, Jaffer A. Ajani; The University of TexasMD Anderson Cancer Center,
Houston, TX; Department of Biostatistics, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Over the last 2 decades, intraperitoneal chemotherapy has been found to have
activity for select subgroups of patients with carcinomatosis from colon, ovarian, appendiceal,
and recently, gastric origins. However, there is little data to support an aggressive surgical
approach of cytoreduction (debulking) and intraperitoneal therapy for patients with gastric
cancer and positive cytology or carcinomatosis. Recently, the DRAGON-01 randomized trial
reported improvement in outcomes for the addition of intraperitoneal paclitaxel as part of a
bidirectional approach with systemic paclitaxel and S-1 for patients with gastric cancer and
peritoneal metastases. However, there are few studies supporting intraperitoneal paclitaxel in
Western populations. As systemic therapy is improving with concomitant targeted and im-
munotherapy, intraperitoneal therapy may be best utilized in Western populations after
standard of care systemic therapy. Therefore, the purpose of this clinical trial is to determine
the efficacy and safety of perioperative intraperitoneal paclitaxel in patients with stage IV
gastric cancer limited to the peritoneum after treatment with systemic chemotherapy.
Methods: Patients with gastric and gastroesophageal adenocarcinoma and positive peritoneal
cytology or carcinomatosis that have completed treatment with systemic chemotherapy are
offered participation in the study. Patients with metastatic disease not limited to the perito-
neum are excluded. Type and duration of systemic chemotherapy is left to the discretion of the
treating medical oncologist. Immunotherapy or Her2-directed therapy may continue during
the trial. We have recently completed a Phase I clinical trial demonstrating doses of up to
100mg/m2were safe (NCT04220827; PMID: 39287936). Therefore, 100mg/m2 is administered
intraperitoneal every 2 weeks for three treatments before and after gastrectomy. We also
modified the trial to allow for the inclusion of heated intraperitoneal chemotherapy during
gastrectomy. The primary outcome is overall survival from the date of diagnosis of stage IV
disease, with secondary outcomes of safety. After completion of study–related treatment,
subjects will be followed until recurrence and/or death for up to three years. Sixteen of planned
30 patients have been enrolled (NCT05977998). Clinical trial information: NCT05977998.
Research Sponsor: None.
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Repurposing itraconazole for secondary prevention of metaplasia and primary
prevention of cancer in patients with high-risk Barrett’s esophagus in combination
with ablation.

Ajay Bansal, Sohini Samaddar, Nicholas J. Shaheen, Amit Rastogi, Prashanthi Thota, Vani Konda, Dayna Early, Amitabh Chak, Ananda Sen, Scott Michael Schuetze,
Luz Maria Rodriguez Traver, Ellen Richmond, Anila Katragadda, Asad Umar, Dean E. Brenner, Rashna Madan, David H. Wang, Dominique Bounds, Souvik Saha; Department
of Gastroenterology and Hepatology, University of Kansas Medical Center, Kansas City, KS; University of Kansas, Kansas City, KS; Division of Gastroenterology and
Hepatology, Department of Medicine, The University of North Carolina at Chapel Hill, Chapel Hill, NC; Department of Gastroenterology and Hepatology Cleveland Clinic,
Cleveland, OH; Baylor University Medical Center, Dallas, TX; Washington University, St. Louis, MO; University Hospitals, Case Medical Center - Seidman Cancer Center,
Cleveland, OH; University of Michigan, Ann Arbor, MI; Walter Reed National Military Medical Center, Rockville, MD; National Cancer Institute, Bethesda, MD; University of
Kansas Medical Center, Kansas City, KS; National Cancer Institute, National Institutes of Health, Rockville, MD; University of Michigan Medical Center, Ann Arbor, MI;
Department of Pathology, University of Kansas Medical Center, Kansas City, KS; University of Missouri, Kansas City, KS

Background: To prevent invasive esophageal adenocarcinoma (EAC), endoscopic eradication
therapy (EET) is used to remove its precursor, Barrett’s esophagus (BE) with dysplasia. EET
combines endoscopic removal of visible lesions with radiofrequency ablation (RFA) of sur-
rounding BE to achieve complete remission of intestinal metaplasia (CRIM) and complete
eradication of dysplasia (CED) to halt progression to cancer. Unfortunately, EET hasmetaplasia
recurrence rates of 12.4%/year; thus, adjunctive cancer interception agents are needed to
maintain the gains of EET. Data from pre-clinical studies and patient tissues demonstrate
that the Hedgehog (Hh) pathway regulates esophageal stem cell activity and cell fate de-
termination (squamous versus intestinal). Post-RFA reactivation of Hh signaling is hypoth-
esized to drive BE recurrence; however, current FDA-approved Hh inhibitors are expensive and
toxic. The antifungal itraconazole inhibits Hh signaling and has demonstrated antitumor
activity in multiple cancers. In addition, it inhibits VEGFR and PI3K-AKT pathways, which
are critical to BE development and neoplastic progression. Given its safety and affordability,
itraconazole represents a promising strategy to reduce BE recurrence and EAC risk. Methods:
This randomized, phase 2b, double-blind, placebo-controlled trial will evaluate itraconazole’s
efficacy in accelerating BE eradication. Participants with high-risk BE, defined as BE $2 cm
with low/high-grade dysplasia or intramucosal/T1 adenocarcinoma, undergoing ablation will
be enrolled. Participantswill be randomized 1:1 to receive 300mgof oral itraconazole or placebo
for two weeks before and four weeks after their first 2 sessions of EET. The primary endpoint is
time to CRIM, a surrogate for long-termBE recurrence,measured in days. Secondary endpoints
include time to CED, 12-month BE recurrence rates, safety, tolerability, and correlations
between itraconazole levels and patient-reported outcomes. We will enroll 74 patients (37
per arm). We shall use a two-sided log rank test for right-censored time to event analysis to
assess differences. The sample size calculation is based on anticipated surviving proportions at
specific study times.We assume that the surviving non-CRIM proportions of patients at 3, 6, 9,
and 12months in the control arm tobe0.8, 0.5, 0.2, 0.1, respectively, and in the treatment arm to
be 0.5, 0.2, 0.1, 0.05, respectively. To detect this effect size with 80% power at 5% level of
significance,weneed 30 evaluable participants in each group (with a plan to enroll 37 per arm to
account for attrition). A Cox model will adjust for demographic and clinical variables. If
successful, this trial could establish itraconazole as a novel adjunct to EET, reducing BE
recurrence and lowering EAC risk. Clinical trial information: NCT06732388. Research Sponsor:
National Cancer Institute; UG1-CA242632.
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Total neoadjuvant therapy with induction immunochemotherapy and chemo-
radiotherapy followed by surgery for locally advanced esophageal squamous cell
carcinoma (TNT-ESCC).

Chien-Huai Chuang, Jhe-Cyuan Guo, Ta-Chen Huang, Hung-Yang Kuo, Tsung-Che Wu, Feng-Ming Hsu, Shao-Lun Lu, Jason C. Cheng, Pei-Ming Huang, Jang-Ming Lee,
Chih-Hung Hsu; National Taiwan University Cancer Center, Taipei, Taiwan; National Taiwan University Hospital, Taipei, Taiwan; National Taiwan University Hospital, Taipei
City, Taiwan; National Taiwan University Hospital Hsin-Chu Branch, Hsinchu, Taiwan

Background: Locally advanced esophageal squamous cell carcinoma (ESCC) is indicated for
multi-modalities treatment strategies, including a neoadjuvant chemoradiotherapy (CRT)
followed by surgery. While the CROSS trial established neoadjuvant CRT as a standard of care,
distant metastasis remains a significant cause of treatment failure. Immune checkpoint in-
hibitors (ICIs) have demonstrated survival benefits in advanced or metastatic ESCC, and
adjuvant nivolumab has shown efficacy following neoadjuvant CRT in locally advanced ESCC.
Integrating ICI earlier in the treatment sequence through total neoadjuvant therapy may
enhance the immune response against the primary tumor and the hidden metastases and
potentially lead to improved survival outcomes. This phase II study evaluates induction
immunochemotherapy followed by CRT before surgery in locally advanced ESCC. Methods:
This is a single-center, single-arm, phase II study enrolling 50 patients with histologically
confirmed ESCC (T3/4aN0M0 or T1-4aN1-3M0 according to the AJCC Cancer Staging System
8th ed). Eligible patients must have primary intrathoracic esophageal tumor #10 cm in length
and#5 cm in radial diameter, an ECOGperformance status of 0-1, and adequate organ function.
Patients will receive induction immunochemotherapy consisting of tislelizumab (200mg every
3weeks), paclitaxel (175mg/m² every 3weeks), and cisplatin (75mg/m² every 3 weeks) for two
cycles. This is followed by CRT consisting of radiotherapy (45 Gy in 25 fractions, 1.8 Gy/day, 5
days/week) plus chemotherapywithweekly paclitaxel (50mg/m²) and cisplatin (30mg/m²) for
5 weeks. Esophagectomy will be performed 6 to 8 weeks after completing CRT. The primary
endpoint is pathologic complete response (pCR) rate, defined as no residual tumor in the
resected primary site and lymph nodes. We hypothesize that the pCR rate will increase from
35% (the historical control) to 55%. Based on a binomial precision design, the study is of 80%
power and a unilateral a error of 0.05 to detect a statistically significant difference in pCR rate.
Secondary endpoints include major pathological response rate, R0 resection rate, disease-free
survival, event-free survival, distant metastasis-free survival, overall survival and safety. The
study starts patient enrollment in March 2025 (registered at ClinicalTrials.gov as
NCT06764355). Clinical trial information: NCT06764355. Research Sponsor: National Taiwan
University Hospital; BeiGene.
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PROSPERO: A phase 3 randomized, placebo (Pbo)-controlled study of amezalpat
(TPST-1120), a peroxisome proliferator-activated receptor a (PPARa) inhibitor, in
combination with atezolizumab + bevacizumab (AB) for patients (pts) with unre-
sectable ormetastatic hepatocellular carcinoma (mHCC) not previously treatedwith
systemic therapy.

Mark Yarchoan, Stephen Lam Chan, Julien Edeline, Daneng Li, Darrin Bomba, Yonchu Jenkins, Steven Smith, Nathan Standifer, Arndt Vogel, SamH.Whiting; Johns Hopkins
Medicine, Baltimore, MD; Chinese University of Hong Kong, Prince of Wales Hospital, Hong Kong, China; Centre Eugène Marquis and Universite de Rennes, Rennes, France;
City of Hope Comprehensive Cancer Center, Duarte, CA; Tempest Therapeutics, Inc., Brisbane, CA; Princess Margaret Cancer Centre, Toronto, ON, Canada

Background: PPARa is a fatty acid ligand-activated transcription factor that regulates genes
involved in fatty acid oxidation (FAO), angiogenesis, and inflammation. InHCC andother tumor
types, PPARa signaling promotes tumor growth and also modulates the tumor immune
microenvironment to suppress antitumor immunity. Amezalpat (TPST-1120) is an investiga-
tional PPARa antagonist that inhibits FAO, targeting the bioenergetic requirements of cancer
cells and restoring anticancer immune pathways. HCC has the highest PPARa expression of any
major tumor type. In preclinical studies of HCC, including ß-catenin activated disease, ame-
zalpat exhibits anti-cancer activity as a single agent and demonstrates complementary efficacy
in combination with PD-L1 and VEGF inhibitors. In an ongoing global randomized Phase 1b/2
study in pts with unresectable or mHCC not previously treated with systemic therapy, ame-
zalpat in combination with atezolizumab + bevacizumab (TPST-AB) was tolerable and was
associated with a clinically meaningful improvement in multiple efficacy endpoints, including
overall survival (OS) and confirmed objective response rate (ORR), compared to AB alone. Here
we describe a follow-up pivotal Phase 3 study to evaluate the safety and efficacy of TPST-AB vs
Pbo plus AB (Pbo-AB) in pts with unresectable ormHCC (NCT06680258).Methods: This Phase
3, global, randomized, double-blind study will enroll ~740 pts with unresectable or mHCC. Key
eligibility criteria include no prior systemic therapy (prior locoregional therapy allowed), ECOG
PS 0-1, Child-Pugh Class A, and measurable disease by RECIST v1.1; pts with fibrolamellar/
sarcomatoid HCC, mixed cholangiocarcinoma/HCC, and untreated active HBV are not eligible.
Pts will be randomized 1:1 to receive oral amezalpat 600 mg or Pbo twice daily along with the
approved doses of atezolizumab and bevacizumab every 3 weeks, until unacceptable toxicity or
loss of clinical benefit. Randomization will be stratified by geographic region (Asia excluding
Japan vs rest of world), macrovascular invasion and/or extrahepatic spread (y/n), baseline
a-fetoprotein ( , 400 vs $400 ng/mL), and baseline ECOG PS (0 vs 1). The primary efficacy
endpoint is OS. Key secondary efficacy endpoints include progression-free survival and ORR
(RECIST v1.1). Exploratory analyses will include outcome by PD-L1 expression and ß-catenin
mutational status. Interim analyses for futility (30% OS events) and efficacy (70% OS events)
are planned. Findings of this pivotal study will inform the efficacy and safety profile of
amezalpat added to AB vs AB alone in pts with unresectable or mHCC not previously treated
with systemic therapy. Clinical trial information: NCT06680258. Research Sponsor: Tempest
Therapeutics, Inc.
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RHEA-1: First-in-human (FIH) study of AZD9793, a first-in-class CD8-guided T cell-
engager (TCE) for glypican-3-positive (GPC3+) advanced or metastatic hepato-
cellular carcinoma (HCC).

Stephane Champiat, Patrick Grierson, Jason Chia-Hsun Hsieh, Masafumi Ikeda, Yu-Yun Shao, Changhoon Yoo, Cristina Bergamaschi, Sarah Blanchette, Lyndon Kirby,
Anna Krotkova, Elie Pommier, Maria Trissal, Frederick Goldberg, Bharat Burman, Stephen Lam Chan; Department of Investigational Cancer Therapeutics, Division of Cancer
Medicine, The University of Texas MD Anderson Cancer Center, Houston, TX; Division of Oncology, School of Medicine, Washington University, St. Louis, MO; Division of
Hematology/Oncology, Department of Internal Medicine, Chang Gung Memorial Hospital at Linkou, Taoyuan, Taiwan; Department of Hepatobiliary and Pancreatic
Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Oncology, National Taiwan University Hospital, Taipei, Taiwan; Department of Oncology,
ASAN Medical Center, Seoul, South Korea; AstraZeneca, Gaithersburg, MD; AstraZeneca, Waltham, MA; AstraZeneca, Durham, NC; AstraZeneca, Cambridge, United
Kingdom; AstraZeneca, Baltimore, MD; AstraZeneca, New York, NY; Department of Clinical Oncology, Chinese University of Hong Kong, Ma Liu Shui, Hong Kong

Background: GPC3 is an oncofetal protein expressed in 70–80% of HCC and is associated with
poor prognosis. Preliminary clinical research on GPC3-specific CAR-T treatment has validated
GPC3 as a therapeutic target in HCC. Its expression is largely confined to the surface of tumor
cells, making it an ideal target for TCEs. AZD9793, a trispecific IgG1 monoclonal antibody, is a
first-in-class CD8-targeted TCE that directly engages tumor-infiltrating T cells and GPC3+
tumors, forming a bridge that activatesT cells leading to tumor cell lysis andT cell proliferation.
AZD9793 promotes potent GPC3+ HCC cell killing through preferential engagement of CD8+
T cells, while minimizing CD4+ T cell activation and unwanted cytokine release. The novel
mechanism of action combines bivalent GPC3 binding, CD8-biased engagement, and low-
affinity T cell receptor binding to improve cytotoxicity and reduce the risk of cytokine release
syndrome compared with other TCEs. Methods: RHEA-1 is the FIH trial of AZD9793 mono-
therapy. Eligible patients in this modular, Phase I/II, open-label, multicenter study are adults
($18 years old) with prospective centrally determined GPC3+ advanced or metastatic HCC
with$1measurable lesion byRECIST v1.1,whohave received$1 line of prior systemic treatment
and have an ECOG performance status of 0 or 1. Patients with hepatitis B are eligible if they
receive antiviral treatment to ensure adequate viral suppression before enrollment and
for$6months after the study; andwith hepatitis C if they are beingmanaged per local practice.
The study includes Module 1 (intravenous AZD9793) and Module 2 (subcutaneous AZD9793),
each comprising dose escalation (Part A) and dose expansion (Part B). Module 1 Part A1 (fixed
dose) will start with an accelerated titration design and will then switch to a modified toxicity
probability interval-2 algorithm after the first 4 dose cohorts or earlier if dose-limiting
toxicities (DLTs) are reported. Part A2 (step-up dosing) may open in either Module based
on emerging safety data from Part A1. Part B may be initiated in one or both Modules. Primary
endpoints include safety and tolerability in terms of DLTs (only in dose escalation) and adverse
events to establishmaximum tolerated dose, optimal biological dose, and recommended phase
II dose; and objective response rate (only in dose expansion) by investigator assessment (IA)
per RECIST v1.1. Secondary endpoints include preliminary efficacy (only in dose escalation) in
terms of response and progression-free survival by IA, as well as overall survival (only in dose
expansion), pharmacokinetics, immunogenicity, and CD8+ T cell infiltration pre- and post-
treatment. No formal statistical hypothesis is proposed; all variables will be reported de-
scriptively. The study (NCT06795022) is currently enrolling in the US and APAC. Clinical trial
information: NCT06795022. Research Sponsor: AstraZeneca.
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Phase II trial of zanzalintinib (XL-092) in combination with durvalumab and
tremelimumab in unresectable hepatocellular carcinoma (ZENOBIA).

Meghana Singh, Naudia L. Jonassaint, John C. Rhee, Vikram C. Gorantla, Ibrahim Halil Sahin, Janie Yue Zhang, Dennis Hsu, Stela Celaj, Scott W. Biggins,
Satdarshan Monga, Aatur D. Singhi, David A. Geller, Anwaar Saeed; Department of Hematology and Oncology, University of Pittsburgh Medical Center, Pittsburgh, PA;
Division of Gastroenterology, Hepatology and Nutrition, University of Pittsburgh Medical Center, Pittsburgh, PA; University of Pittsburgh Medical Center (UPMC) Hillman
Cancer Center, Pittsburgh, PA; University of Pittsburgh Medical Center (UPMC), Pittsburgh, PA; UPMC Hillman Cancer Center, Pittsburgh, PA; Division of Malignant
Hematology and Medical Oncology, Department of Medicine, University of Pittsburgh School of Medicine, and Hillman Cancer Center, Pittsburgh, PA; Division of
Gastroenterology, UPMC Center for Liver Care, Pittsburgh, PA; Division of Hepatology, UPMC Center for Liver Care, Pittsburgh, PA; Department of Pathology, University of
Pittsburgh Medical Center (UPMC), Pittsburgh, PA; Department of Pathology, University of Pittsburgh, Pittsburgh, PA; University of Pittsburgh Medical Center Liver Cancer
Center, Pittsburgh, PA; Division of Hematology and Oncology, Department of Medicine, University of Pittsburg Medical Center, and UPMC Hillman Cancer Center, Pittsburg,
PA

Background: Despite the evolving novel treatment options, the prognosis for advanced he-
patocellular carcinoma (HCC) remains poor, with a 4-year survival rate of approximately 25%.
Immune checkpoint inhibitors (ICIs), including the combination of durvalumab (Durva) &
tremelimumab (Treme), represents the current standard-of-care for frontline HCC treatment.
However, therapy resistance, either primary or secondary, often arises due to the immuno-
suppressive tumormicroenvironment (TME). VEGFR is awell-established therapeutic target in
HCC. Cabozantinib (Cabo), amulti-target tyrosine kinase inhibitor (TKI), is approved for later-
line use per the CELESTIAL trial, and it also demonstrated significant TMEmodulation through
antiangiogenic effects. A Phase II study (CHECKMATE 040) reported an impressive objective
response rate (ORR) of 29%with the combination of ipilimumab/nivolumab andCabobutnoted
high toxicity rates. Zanzalintinib (Zanza) is a novel TKI targeting VEGFR, MET, & TAM kinases
(TYRO3, AXL, MER), key mediators of angiogenesis, tumor growth, metastasis, and TME
immunosuppression. With a target profile similar to Cabo but an improved pharmacokinetic
profile & a shorter half-life (16–22 hours), Zanza has demonstrated potential synergywith ICIs
in preclinical and early-phase trials, suggesting enhanced sensitivity by fostering an immune-
permissive TME. This phase II study evaluates the safety & efficacy of Zanza combined with
Durva and Treme in HCC.Methods: This open-label, non-randomized Phase II trial consists of
two parallel cohorts. Eligible patients must have unresectable HCC, be treatment-näıve in the
unresectable setting, & have ECOG performance status of 0-1. Exclusion criteria include Child-
Pugh score.7, known autoimmune diseases, heightened risk of gastrointestinal perforation or
fistula formation, and knowngastric or esophageal varices. The study beginswith a safety lead-
in phase of 9–12 patients to establish the recommended Phase II dose. The two cohorts aim to
explore the optimal sequential strategy for combining Zanza with Durva & Treme. Cohort A:
Zanza is administered during Cycle 1, followed by Durva + Treme in Cycle 2. Cohort B: Durva +
Treme is administered during Cycle 1, followed by Zanza and Durva in Cycle 2. Both cohorts will
continue with Zanza and Durva in subsequent cycles. A total of 40 participants (20 per cohort)
will be enrolled. The primary endpoint is the ORR assessed by imRECIST 1.1. Secondary
endpoints include the conversion rate to resectable or transplant-eligible disease, disease
control rate,median PFS and OS, and landmark PFS &OS at 6, 12, 24, and 36months. Safety and
tolerability will also be evaluated. Comprehensive translational analyses include bulk RNA
sequencing, spatial transcriptomics of baseline tumor biopsies, & serial ctDNA monitoring.
Trial enrollment commenced in December 2024. Clinical trial information: NCT06698250.
Research Sponsor: Exelixis.
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A randomized phase 2 study of casdozokitug, an IL-27 targeting antibody, in
combination with toripalimab plus bevacizumab in patients with unresectable and/
or locally advanced or metastatic hepatocellular carcinoma.

Daneng Li, Neal Shiv Chawla, Andrea S. Teague, Koho Iizuka, Hong Tang, Varun N. Kapoor, Eric Cheung; City of Hope National Comprehensive Cancer Center, Duarte, CA;
Sarcoma Oncology Center, Santa Monica, CA; CHRISTUS St Vincent Regional Cancer Center, Sante Fe, NM; Coherus BioSciences, Redwood City, CA; Cancer and Blood
Specialty Clinic, Los Alamitos, CA

Background: IL-27 is a heterodimerized cytokine, a member of the IL-12/IL-23 cytokine
family, and an immunoregulatory cytokine expressed by myeloid cells that dampens T and
NK effector function. IL-27 is highly expressed by tumor-associated macrophages in several
cancers, including hepatocellular carcinoma (HCC) and non-small cell lung cancer (NSCLC),
and suppresses antitumor immune responses. Casdozokitug (Casdozo) is the only clinical-
stage IL-27 targeting antibody and it increases IFN-g andTandNKcell activation inpreclinical/
clinical studies. A phase 1 study (NCT04374877) demonstrated a favorable safety profile and
antitumor activity of casdozo as monotherapy and in combination with PD-1 blockade in
indications, including HCC, with known high levels of IL-27 activation signature (Marron T,
et al. Ann Oncol. 2023). A phase 3 study of toripalimab (tori) + bevacizumab (bev) demonstrated
significant improvements in efficacy (overall survival [OS], progression-free survival [PFS],
and objective response rate [ORR]) compared to sorafenib (Yinghong S, et al. CSCO 2024) in
HCC. A phase 2 study of casdozo + atezolizumab + bev showed an acceptable safety profile and
antitumor activity (ORR 38%, CR 17.2%,mPFS 8.1mo) (Li D, et al. ASCOGI 2025). CHS-388-202
(NCT06679985) will evaluate the efficacy, safety, and biomarkers of tori + bev 6 casdozo and
optimize the dose for casdozo in combinationwith tori + bev as first-line treatment for patients
(pts) with unresectable and/or locally advanced/metastatic HCC. Methods: CHS-388-202 is a
Phase 2, open-label, randomized study and will enroll up to 72 pts randomized (1:1:1) to 1 of 3
treatment arms (IV Q3W): Arm A (tori 240 mg + bev 15 mg/kg + casdozo 700 mg), Arm B (tori
240mg + bev 15mg/kg + casdozo 1400mg), Arm C (tori 240mg + bev 15mg/kg). Key eligibility
criteria include treatment-naı̈ve unresectable metastatic HCC with $1 measurable lesion; not
suitable for surgical or local therapy; Child-Pugh A; ECOG PS 0 or 1; controlled hepatitis B virus
or cured hepatitis C virus. Ptswill be stratified by geographic region (Asia excluding Japan vs the
rest of the world) and macrovascular invasion or extrahepatic spread of disease (presence vs
absence). Primary endpoints areORRby investigator reviewaccording toRECIST v1.1 and safety.
Secondary endpoints are ORR by investigator review according to HCC modified RECIST
(mRECIST) criteria; duration of response, PFS, and disease control rate by investigator review
according to RECIST v1.1 and mRECIST criteria; OS, pharmacokinetics. A safety run-in eval-
uation will be conducted after the first ~6 pts are enrolled in Arms A and B, with $3 from each
arm completing 1 cycle of treatment. Pts will remain on study treatment for #2 years or until
documented disease progression or unacceptable toxicity. Enrollment is ongoing. Clinical trial
information: NCT06679985. Research Sponsor: Coherus BioSciences.
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A first-in-human study of MT-303, an innovative in vivo mRNA chimeric antigen
receptor (CAR) therapy targeting GPC3, in adults with hepatocellular carcinoma.

Timothy Guy Humphries, Stuart K. Roberts, Hao-Wen Sim, Yoon Jun Kim, Hong Jae Chon, Jeong Heo, Heather Cohen, Michele Cioffi, Miriam Barnett, Matthew A. Maurer,
Vladimir Andelkovic; Sir Charles Gairdner Hospital/University of Western Australia, Nedlands, Australia; Alfred Health, Melbourne, Australia; Kinghorn Cancer Centre,
Darlinghurst, NSW, Australia; Seoul National University College of Medicine, Seoul, South Korea; CHA Bundang Medical Center, CHA University, Gyeonggi-Do, Korea,
Republic of; Pusan National University Hospital, Busan, South Korea; Myeloid Therapeutics, Cambridge, MA; ICON Cancer Centre South Brisbane, South Brisbane, QLD,
Australia

Background: Hepatocellular carcinoma (HCC) remains a leading cause of cancer mortality
worldwide, with advanced cases posing significant treatment challenges. GPC3, a cell surface
protein highly expressed in HCC, represents a promising therapeutic target. MT-303 is an
in vivo chimeric antigen receptor (CAR) therapy, leveraging mRNA-lipid nanoparticle (LNP)
technology to reprogrammyeloid cells directly within the body. This novel platform eliminates
the logistical and technical barriers of ex vivo CAR therapies while retaining the ability to
activate targeted immune responses. MT-303’s mRNA encodes a GPC3-targeted CAR receptor
incorporating a single-chain variable fragment (scFv) linked to the transmembrane domain
and cytoplasmic tail of CD89. Crucially, functional CAR expression is restricted to Fc receptor
common gamma chain-expressing cells, predominantly myeloid cells, ensuring precise im-
mune activation. Preclinical studies demonstrated that MT-303 effectively infiltrates tumors,
triggers tumor cell killing, produces chemokines and cytokines, eliciting an adaptive anti-
tumor immunity. Rodent models of “cold” tumors and nonhuman primate studies have
highlighted MT-303’s safety, pharmacodynamic effects, and dose-dependent activity, sup-
porting its clinical development (Argueta, SITC 2024, #1125). Methods: This first-in-human,
multicenter, open-label, Phase 1 dose-escalation trial evaluates the safety, tolerability, phar-
macokinetics (PK), pharmacodynamics (PD), and preliminary efficacy of MT-303 in partici-
pants with GPC3-expressing tumors, with a primary focus on Hepatocellular Carcinoma. MT-
303 is administered intravenously every 14 days using a Bayesian Optimal Interval design, with
backfill cohorts for dose refinement. The primary endpoints are safety, maximum tolerated
dose (MTD), and recommended Phase 2 dose (RP2D). Secondary endpoints include detailed PK
profiling and assessment of immune-related adverse events (e.g., ICANs, CRS). Exploratory
endpoints encompass efficacy measures (e.g., objective response rate [ORR], duration of re-
sponse [DOR]), immune reprogramming (e.g., peripheral CAR expression, cytokine profiles),
and intratumoral immune changes, including T-cell receptor clonality and GPC3 modulation.
Enrollment is ongoing, with safety and preliminary efficacy data expected to inform future
development. Clinical trial information: NCT06478693. Research Sponsor: None.
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Aphase 1b/2, safety lead-in and dose-expansion trial of ivosidenib plus durvalumab
and gemcitabine/cisplatin as first-line therapy in patients with locally advanced,
unresectable or metastatic cholangiocarcinoma with an IDH1 mutation.

James J. Harding, Anthony El-Khoueiry, Makoto Ueno, Hong Jae Chon, Jin Won Kim, Hye Jin Choi, Myung Ah Lee, Valentine Barboux, Camelia Gliser, Nicole McNeer,
Do-Youn Oh; Memorial Sloan Kettering Cancer Center, New York, NY; University of Southern California, Norris Comprehensive Cancer Center, Los Angeles, CA; Department
of Gastroenterology, Kanagawa Cancer Center, Yokohama, Japan; CHA Bundang Medical Center, CHA University, Gyeonggi-Do, Korea, Republic of; Seoul National
University Bundang Hospital, Seoul National University College of Medicine, Seoul, South Korea; Yonsei Cancer Center, Seoul, South Korea; The Catholic University of
Korea, Seoul St. Mary’s Hospital, Seoul, South Korea; Servier International Research Institute, Gif-Sur-Yvette, France; Servier Pharmaceuticals LLC, Boston, MA; Servier
BioInnovation, Boston, MA; Cancer Research Institute, Seoul National University College of Medicine, Seoul, Korea, Republic of

Background: Cholangiocarcinomas (CCAs) are often advanced and incurable at the time of
diagnosis. The phase 3 TOPAZ-1 trial showed improved OS and ORRwith gemcitabine/cisplatin
(GEM/CIS) anddurvalumab (DURVA) vsGEM/CIS inunresectable advancedormetastatic biliary
tract cancers. The phase 3 ClarIDHY trial demonstrated that the mIDH1 inhibitor ivosidenib
(IVO) improved progression-free survival in CCA patients who have progressed from first or
second-line chemotherapy and who have activating mutations in isocitrate dehydrogenase-1
(mIDH1). Additionally, mIDH1 suppresses key immune-related genes, with reversal of this
effect whenmIDH1 inhibitors are administered in preclinical CCAmodels. Finally, encouraging
activity has been observed in treatment-naive mIDH1 patients administered with the mIDH1
inhibitor LY3410738 in combination with GEM/CIS. Given the ability of ivosidenib to stabilize
advanced CCA, ability of IDH1 inhibition to restore immune activity, promising clinical activity
of an mIDH1 inhibitor in combination with GEM/CIS, and the limited overlapping toxicities of
these treatments, this study seeks to explore safety and preliminary activity of the quadruplet
combination. Methods: This is a phase 1b/2, multicenter, safety lead-in and dose expansion,
open-label study of IVO in combination with DURVA/GEM/CIS in first-line therapy of locally
advanced, unresectable, or metastatic CCA with mIDH1. Treatment with up to one cycle of
DURVA/GEM/CIS is permitted before initiation of study treatment. Key eligibility criteria
include: a histopathological diagnosis; tumormIDH1 based on local or centralized tissue testing
(local testing by plasma ctDNAmay be used); at least 1 measurable lesion as defined by RECIST
v1.1; and adequate bone marrow, hepatic, and renal function. The study has a safety lead-in
phase where IVO will be administered orally to the first 6 patients at a starting dose of 500 mg
QD on every day of the 21-day cycle, plus DURVA 1500 mg IV infusion every 3 weeks for up to 8
cycles, plus GEM 1000 mg/m2 IV and CIS 25 mg/m2 IV on days 1 and 8 of each 21-day cycle,
followed by IVO 500mgQD andDURVA 1500mg every 4weeks of a 28-day cycle. Dose-limiting
toxicities (DLTs) will be evaluated during the first cycle of quadruplet treatment. 6 additional
patientsmay be enrolled to evaluate an alternative reduced dose of IVO 250mgQD. The primary
objective is to evaluate the safety and tolerability of the quadruplet combination, and to
determine the recommended combination dose (RCD). The expansion phase will enroll ap-
proximately 40 patients who will be treated with the RCD, with the primary objective being to
assess the clinical activity of the combination, as determined by a primary endpoint of
confirmed complete or partial response using RECIST v1.1 criteria. Clinical trial information:
NCT06501625. Research Sponsor: Servier.
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A phase 2, randomized, multicenter study of adjuvant adebrelimab plus capeci-
tabine in resected cholangiocarcinoma with high-risk factors: ACHIEVE.

Xiangcheng Li, Changxian Li, Yuan Cheng, Bin Zhang, Yonghua Xu; Hepatobiliary Center, the First Affiliated Hospital of Nanjing Medical University, Nanjing, China; The First
Affiliated Hospital with Nanjing Medical University, Nanjing, China; Jinling Hospital, Affiliated Hospital of Medical School, Nanjing University, Nanjing, China; Department of
General surgery, The Affiliated Hospital of Xuzhou Medical University, Xuzhou, Jiangsu, China; Yancheng No.1 People’s Hospital, Yancheng First Hospital, Affiliated
Hospital of Nanjing University Medical School, Jiangsu, China

Background: Cholangiocarcinoma is a rare and aggressive group of gastrointestinal cancers.
For early-stage disease following curative resection, capecitabine is a category 1 recommen-
dation for adjuvant therapy for biliary tract cancer (BTC) according to the NCCN guidelines.
However, recurrence rates remain high. For example, the BILCAP study reported a 5-year
recurrence-free survival (RFS) rate of 34% with adjuvant capecitabine. Based on
cholangiocarcinoma-specific cohort data from the Hepatobiliary Center, The First Affiliated
Hospital of Nanjing Medical University, the 1-year RFS rate for intrahepatic cholangiocarci-
noma (ICC) and hilar cholangiocarcinoma (HCCA) with high-risk factors is approximately 50%
(unpublisheddata), highlighting a substantial unmetmedical need. Immunotherapyhas shown
efficacy as adjuvant therapy in other cancer types. Results from the TOPAZ-1 and KEYNOTE-
966 studies support the combination of immunotherapy and chemotherapy for advanced BTC,
including locally advanced non-metastatic disease. Adebrelimab, a PD-L1 inhibitor, has shown
promising results in several cancers. In China, it is approved for first-line treatment of
extensive-stage small cell lung cancer with chemotherapy. The ACHIEVE study will assess
the efficacy of adebrelimab plus standard adjuvant chemotherapy in ICC/HCCA patients after
curative resection with high-risk factors. Methods: ACHIEVE is a Phase 2, randomized, open-
label, multicenter study designed to assess the efficacy and tolerability of adebrelimab ad-
ministered intravenously every three weeks for one year in combination with capecitabine (8
cycles) as adjuvant therapy for ICC or HCCA after curative resection. The study will enroll about
120 adult patients with histologically confirmed ICC or HCCA who have undergone complete
resection (R0). Eligible participants must have an ECOG performance status of 0–1, confirmed
complete response (CR) on imaging 4–8weeks post-surgery, and at least one high-risk factor.
High-risk factors are defined as follows: ICC: Single tumor . 5 cm, multiple tumors, liver
capsule breach, vascular invasion, regional lymph nodemetastasis; HCCA: Tumor invasion into
surrounding tissues, vascular invasion, regional lymph node metastasis. Key exclusion criteria
include locally advanced, unresectable, ormetastatic disease at diagnosis and prior anti-cancer
therapy before surgery. The primary endpoint is the 1-year recurrence-free survival rate
(RFSR). Key secondary endpoints include overall survival (OS) and RFS, minimal residual
disease (MRD), and patient-reported tolerability, and safety. Enrollment has begun, with
six sites in mainland China participating. Clinical trial information: NCT06607276. Research
Sponsor: None.
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EMERALD-Y90: A phase 2 study to evaluate transarterial radioembolization (TARE)
followed by durvalumab (D) and bevacizumab (B) for the treatment of participants
(pts) with unresectable hepatocellular carcinoma (uHCC) eligible for embolization.

Riad Salem, Anne M. Noonan, Benjamin Spieler, Sarah B. White, Laura Kulik, Dex L. Underwood, Eric Heilbron, Binh Nguyen, Graham Wetherill, Renuka Iyer; Northwestern
Feinberg School of Medicine, St. Clair, Chicago, IL; Department of Internal Medicine, The Ohio State University Wexner Medical Center, Columbus, OH; Department of
Radiation Oncology, Sylvester Comprehensive Cancer Center, University of Miami, Miami, FL; Medical College of Wisconsin, Milwaukee, WI; Department of Radiology,
Northwestern University Feinberg School of Medicine, Chicago, IL; Oncology Business Unit Medical, AstraZeneca, Gaithersburg, MD; Oncology R&D, Late-Stage
Development, AstraZeneca, Gaithersburg, MD; Oncology Biostatistics Unit, AstraZeneca, Cambridge, United Kingdom; Department of Medicine, Roswell Park
Comprehensive Cancer Center, Buffalo, NY

Background: Locoregional therapy, such as transarterial chemoembolization (TACE) or TARE,
is commonly used to treat uHCC eligible for embolization. Despite advances in TACE and TARE
delivery,median progression-free survival (PFS) following treatment is, 1 year, highlighting a
need for new treatment options. EMERALD-1 (NCT03778957), a global phase 3 study,
demonstrated a statistically significant improvement in PFS with TACE + D + B versus TACE
+ placebos in pts with uHCC eligible for embolization (hazard ratio, 0.77 [95% confidence
interval, 0.61–0.98]; two-sided p-value = 0.032). With the increased use of TARE for patients
with uHCC eligible for embolization in the US, a need exists for evidence to support additional
treatment options in settings where TARE is preferred. The EMERALD-Y90 study will evaluate
the efficacy and safety of TAREwith Dmonotherapy, followed byD + B in pts with uHCC eligible
for embolization.Methods:EMERALD-Y90 (NCT06040099) is a phase 2, single-armstudy that
will enroll ~100 pts aged$18 years with uHCC amenable to embolization who are ineligible for
or have declined treatment with resection and/or ablation or liver transplant (transplant
candidates are those listed for transplant or eligible to be listed and within Milan criteria).
Eligible pts also must have Child-Pugh class A liver function and an Eastern Cooperative
Oncology Group performance status of 0–1. Pts are allowed to receive a single TACE or
TARE $6 months before the study or .1 TACE or TARE $12 months before the study. Prior
TACE or TARE must have been administered for a different primary intrahepatic lesion un-
related to the current lesion, and pts should have a functional liver remnant . 30%. Exclusion
criteria include prior systemic therapy, evidence of extrahepatic spread, or major portal vein
invasion. Pts will receive partition-based dosing of TARE using Y-90 glass microspheres.
Following TARE, pts will receive D 1500 mg (one dose) followed by D 1120 mg + B 15 mg/kg
every 3 weeks until study completion or discontinuation criteria aremet. The primary endpoint
is PFS (time from start of TARE until date of disease progression [investigator (INV)-assessed
per modified Response Evaluation Criteria in Solid Tumors (mRECIST)] or death due to any
cause). Secondary endpoints include safety and tolerability, 6-, 12-, and 24-month PFS,
objective response rate (percentage of pts with confirmed complete or partial response
[INV-assessed per mRECIST]), overall survival (time from start of TARE until death due to
any cause), and duration of response (time fromdate of first documented response until date of
progression or deathdue to any cause). An early safety review is plannedwhen approximately 15
pts have completed their first cycle of D + B dosing. Study enrollment is ongoing at 22 US sites.
Clinical trial information: NCT06040099. Research Sponsor: AstraZeneca.
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Trial in progress: A phase Ib/II study to evaluate the safety and efficacy of ate-
zolizumab plus bevacizumab as adjuvant therapy following carbon ion radiotherapy
in hepatocellular carcinoma (VANGUARD trial).

Keisuke Koroki, Hirokazu Makishima, Sadahisa Ogasawara, Masaru Wakatsuki, Asahi Takahashi, Masanori Inoue, Masato Nakamura, Naoya Kanogawa, Yoshihito Ozawa,
Yosuke Inaba, Tomoya Kurokawa, Tetsuro Isozaki, Makoto Shinoto, Masayuki Ohtsuka, Tatsuya Ohno, Yoshiyuki Ueno, Junji Furuse, Masatoshi Kudo, Hideki Hanaoka,
Hitoshi Ishikawa; Department of Gastroenterology, Graduate School of Medicine, Chiba University, Chiba, Japan; QST Hospital, National Institutes for Quantum Science
and Technology, Chiba, Japan; Clinical Research Center, Chiba University Hospital, Chiba, Japan; Department of General Surgery, Graduate School of Medicine, Chiba
University, Chiba, Japan; Department of Radiation Oncology, Gunma University Graduate School of Medicine, Maebashi, Japan; Department of Gastroenterology, Yamagata
University School of Medicine, Yamagata, Japan; Department of Gastroenterology, Kanagawa Cancer Center, Yokohama, Japan; Department of Gastroenterology and
Hepatology, Kindai University Faculty of Medicine, Osaka, Japan

Background: While hepatic resection remains the standard curative treatment for hepatocel-
lular carcinoma (HCC), many cases are ineligible due to impaired liver function or patient-
related factors. Percutaneous ablation is an option for small HCC but is limited by tumor size.
Carbon ion radiotherapy (C-ion RT) has emerged as a promising modality, characterized by
superior biological efficacy and dose distribution compared to conventional radiotherapy.
Although HCC is relatively radiosensitive, conventional radiotherapy has limited efficacy
due to low radiation tolerance of surrounding liver tissue. C-ionRTachieves effective treatment
while minimizing radiation exposure through the superior dose localization of the carbon ion
beam’s Bragg peak. The establishment of adjuvant systemic therapy to prevent recurrence
remains an urgent unmet need in HCC management. The IMbrave050 trial demonstrated the
efficacy of combined atezolizumab and bevacizumab (Atezo+Bev) after resection or ablation,
but recent analyses suggest diminishing long-term benefits. The combination of immune
checkpoint inhibitors (ICIs) and radiotherapy has shown promise in severalmalignancies, with
preclinical studies demonstrating synergistic enhancement of ICI efficacy through radiation-
induced immunogenic cell death. Additionally, carbon ion radiation induces stronger immune
responses compared toproton therapy. Basedon these findings,wedesigned aphase Ib/II study
to evaluate sequential C-ion RT followed by ICI as a novel therapeutic approach.Methods: This
multicenter, open-label, single-arm phase Ib/II study evaluates the safety and efficacy of
Atezo+Bev as adjuvant therapy following C-ion RT for HCC. Key inclusion criteria include
treatment-naı̈ve, Child-Pugh class A, maximum intrahepatic tumor diameter $4 cm and #3
intrahepatic tumors. After initial enrollment, patients undergo C-ion RT followed by a two-
week observation period with eligibility screening for second enrollment. Eligible patients
receive atezolizumab (1200mg) and bevacizumab (15mg/kg) every 3 weeks for up to 48weeks,
with radiological assessments every 3 months. The Phase Ib part will enroll six patients to
evaluate dose-limiting toxicities. Secondary endpoints include adverse events (AEs) and
serious AEs for safety and 1-year RFS, overall survival (OS) and 6-month OS rates for efficacy.
If tolerability is confirmed, the trial will proceed to Phase II. Clinical trial information:
jRCT2031240284. Research Sponsor: Chugai Pharmaceutical Co., Ltd.
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Donafenib combined with capecitabine for postoperative adjuvant therapy of biliary
malignant tumors with high risk of recurrence: A multi-center, randomized con-
trolled, phase II study.

Jianhua Rao, Yongquan Chi, Long Zhang, Yong Yang, Hailong Ge, Weixin Yu, Jing Huang, Feng Cheng; Hepatobiliary center, Jiangsu Province Hospital - The First Affiliated
Hospital with Nanjing Medical University, Nanjing, China; Hepatobiliary Center, the First Affiliated Hospital of Nanjing Medical University, Nanjing, China; Department of
Hepatopancreatobiliary Surgery, Ningbo Medical Center Lihuili Hospital, Ningbo, China; Department of Hepatobiliary Surgery, Jintan Affiliated Hospital of Jiangsu
University, Changzhou, China; Hepatobiliary Center of The First Affiliated Hospital Nanjing Medical University, Nanjing, China

Background: Biliary Tract Cancer (BTC) is an aggressive malignancy with rising incidence.
Surgery is the only curative option, but only 10% of patients are eligible at diagnosis, and
recurrence rates post-surgery can reach 67%within a year. The 5-year survival rate is only 5-
15%. Emerging therapies, such as targeted and immunotherapies, show promise. A study
combining GEMOX, tislelizumab, and donafenib (a tyrosine kinase inhibitor) in advanced
BTC showed an 87.5% disease control rate (DCR) with strong safety and efficacy. The BILCAP
study found that adjuvant capecitabine improved overall survival (OS) in resected BTC patients
(median OS: 49.6 vs. 36.1 months; HR = 0.84). However, clinical research on adjuvant treat-
ments for high-risk postoperative BTC remains limited, with no consensus on high-risk
factors. This study evaluates the efficacy and safety of donafenib combined with capecitabine
as adjuvant therapy for postoperative BTC with high recurrence. Methods: The study selected
BTC patients prior to radical resection without any anti-tumor systemic therapy (including
radiotherapy, chemotherapy, targeted therapy, immunotherapy) with at least one high-risk
postoperative recurrence factors including specific stages according to the UICC/AJCC TNM8th
edition staging system: T2-4, N0, M0 or T1-4, N1, M0 (applicable to extrahepatic cholangiocar-
cinoma); T1b-4, N0-1, M0 or T1a, N1, M0 (applicable to intrahepatic cholangiocarcinoma),
vascular invasionorneurophilic invasion as research subjects. Patientswill be randomlydivided
into 1:1 groups. The experimental group consisted of donafenib (200mg, bid for 6 months)
combined with capecitabine (1250mg/m2, bid, treated for 2 weeks and stopped for 1 week, with
3 weeks as a treatment cycle, 8 cycles). The control group was capecitabine (same as exper-
imental group). Treatment will start at least 4 weeks after radical resection and stop until
patients experience disease recurrence or intolerable toxic side effects. The primary endpoint of
the study was the 1-year recurrence free survival (RFS) rate. Secondary endpoints consisted of
2-year RFS, OS and safety assessment including incidence, severity, and relationship to study
drugs of all adverse events (AEs), treatment-related adverse events (TRAEs), and serious
adverse events (SAEs). Based on the data analysis of BTC cohort at our center, the 1y-RFS rate
for the control group is set at 30%, while that for the experimental group is set at 60%. With a
two-sided alpha of 0.05, a power of 0.80, and a randomization ratio of 1:1, the required number
of RFS events is 64. Considering a 10% dropout rate, it is planned to enroll 35 participants per
group, with a total planned enrollment of 70 participants. Dated by 20 January 2025, 8 of
planned 70 patients have been enrolled. Clinical trial information: NCT06685289. Research
Sponsor: None.
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Australasian Gastro-Intestinal Trials Group (AGITG) STOPNET: A randomized study
of cessation of somatostatin analogues (SSA) after peptide receptor radionuclide
therapy (PRRT) in mid, hind-gut, and pancreatic neuroendocrine tumours.

Matthew E. Burge, David Wyld, David A. Pattison, Sandra Bahamad, Sarah J. Hayes, Julia A. Kuszewski, Lorraine A. Chantrill, Timothy Jay Price, Hui-Li Wong, David Chan,
Piyush Grover, Michael Michael, Derrick Siu, Christine Bishop, Daniel Barker, Rachel Anne Goodwin, Christopher J. O’Callaghan, Jonathan M. Loree, W. John Mak; Royal
Brisbane and Women’s Hospital, Herston, QLD, Australia; University of Queensland, Brisbane, QLD, Australia; Royal Brisbane and Women’s Hospital, Brisbane, Australia;
Australasian Gastro-Intestinal Trials Group (AGITG), Sydney, NSW, Australia; Illawarra Shoalhaven Local Health District, Wollongong, NSW, Australia; Queen Elizabeth
Hospital, University of Adelaide, Woodville, SA, Australia; Peter MacCallum Cancer Centre and Sir Peter MacCallum Department of Oncology, University of Melbourne,
Melbourne, Australia; Royal North Shore Hospital, Sydney, NSW, Australia; Fiona Stanley Hospital, Perth, Western Australia, Australia; Peter MacCallum Cancer Centre,
University of Melbourne, Melbourne, VIC, Australia; Hunter Medical Research Institute, Newcastle, NSW, Australia; The Ottawa Hospital Cancer Centre, Ottawa, ON, Canada;
Canadian Cancer Trials Group, Queen’s University, Kingston, ON, Canada; BCCA - Vancouver Cancer Centre, University of British Columbia, Vancouver, BC, Canada

Background: PRRT is a standard therapeutic option for patients with metastatic well-
differentiated somatostatin receptor-positive gastroenteropancreatic neuroendocrine tu-
mours (GEP-NETs) following progression on SSA. It is uncertain whether current practice
of continuing SSA after commencing PRRT is beneficial, especially in non-functioning NETs.
Studies by Yordanova et al. (2018) and Sygula et al. (2022) have included heterogenous study
populations and yielded conflicting results. Methods: STOPNET is a prospective, randomized,
non-comparative, open-label, multi-center phase II trial led by the AGITG in collaboration
with the Canadian Cancer Trials Group (CCTG) under the Commonwealth Neuroendocrine
Tumor research collaborative (CommNETS). The trial aims to evaluate the outcomes of SSA
cessation or continuation in patients with GEP-NETs undergoing PRRT after progression on
SSA. The co-primary endpoints are 20-month PFS and feasibility for a phase III trial, assessed
by recruitment over a 24-month period & patient acceptance of SSA cessation. Secondary
endpoints include OS, rate of SSA recommencement, time to subsequent therapy, quality of life,
cost-effectiveness and psycho-oncological impacts of SSA cessation. Eligible participantsmust
have advanced or unresectable WHO grade 1/2 non-functioning GEP-NETs (excluding the
foregut), and disease progression after receiving$3months of SSA at standard growth-control
doses. SSA must have been primarily commenced for growth control, as opposed to functional
symptoms and for mid/hindgut NET’s 24-hr urine 5-hydroxyindoleacetic acid must be , 1.5
times upper limit normal at screening. Participants will be randomized 2:1 to SSA cessation or
continuation. SSA cessation armwill receive their last SSA$28 days prior to first PRRT, and the
SSA continuation arm will continue SSA during and after PRRT. Following PRRT, participants
will be assessed every 12 weeks (minimum 20 months) until disease progression or study
closure, whichever occurs first. The sample size was calculated using Fleming’s single stage
design, assuming uninteresting and interesting 20-month PFS rates of 60% and 77% re-
spectively. Novel translational research will be conducted to define and validate NET tissue and
circulating biomarkers, with a particular focus on analysis of microRNA. Formalin-fixed
paraffin-embedded (FFPE) tumor tissue will be retrieved (if available), with the collection
of bloods at 3 time-points during study. The trial implemented theAustralianTeletrial Program
(ATP) to enhance equity of access for participants in regional, rural or remote locations. The
trial will enroll 78 participants across 13 sites. Enrolment is open at 1 site in Australia & 4 sites in
Canada, with 3 participants randomized as of Jan 2025. Clinical trial information:
NCT06345079. Research Sponsor:Medical Research Future Fund (MRFF); Tour de Cure; AGITG
philanthropic funding; Canadian Neuroendocrine Tumour Society (CNETS); Canadian Insti-
tutes of Health Research (CIHR).
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A multi-centre, stratified, open, randomized, comparator-controlled, parallel group
phase II trial comparing adjuvant treatment with 177Lu-DOTATATE to standard of
care in patients after resection of neuroendocrine liver metastases (NELMAS).

Andreja Frilling, Richard P. Baum, Kirill Veselkov, Elena Ferrer Martinez Del Peral, Maria Martinez, Marcos Lovelle, Jiwen Wu, Son-Mi Park, Ashley Clift, Amy Eccles,
James Hubber, Harpreet Singh Wasan, Irvin Mark Modlin; Imperial College London, London, United Kingdom; Curanosticum Wiesbaden-Frankfurt, Wiesbaden, Germany;
Imperial College, London, United Kingdom; Advanced Accelerator Applications, a Novartis company, Geneva, Switzerland; Novartis Pharmaceuticals Corporation, East
Hanover, NJ; Novartis, Basel, Switzerland; Imperial College Healthcare NHS Trust, London, United Kingdom; Yale University, New Haven, CT

Background: Gastro-entero-pancreatic (GEP) neuroendocrine tumours (NET) are steadily
increasing in incidence and prevalence. About 65%-95% of GEP NET show hepatic metastases.
Surgery is the mainstay of treatment for NE LM. While macroscopically complete resection for
NE LM is associated with favourable overall survival (OS), recurrence rates of up to 70% at 3
years and up to 95% at 5 years are reported. These results call for adjuvant treatment concepts
which have not yet been established. Methods: A prospective open-label, multicentre rand-
omised parallel-group trial was conducted in patients with resected GEP NE LM. Adjuvant
treatment with 177Lu-DOTA0-Ty3-ocreotate (177Lu-DOTATATE) (total administered activity
14.8 GBq) is compared with standard of care (SOC). The frequency of administration is 2 cycles
(861weeks between each cycle). The first cycle is applied 862 weeks after liver resection. The
control arm consists of SOC. Main inclusion criteria are well differentiated grade 1 or grade 2
(Ki67 , 20%) GEP NET, R0 or R1 resection of NE LM, primary tumour already resected or
resected synchronously with LM, 68Ga DOTATATE PET/CT prior to surgery confirming LM and
no extrahepatic disease (except resectable perihilar lymph node involvement and/or primary
tumour, if still in place). Main exclusion criteria are high grade NET, neuroendocrine carci-
noma, R2 resection of LM, peptide receptor radionuclide therapy at any time prior to random-
isation in the study, and any type of liver directed therapy within 12 weeks prior to
randomisation in the study. Primary endpoint are disease-free survival (DFS) at 3 years after
liver resection. The sample size of 106 patients in total is powered to detect an HR of 0.27,
reflecting a44%DFSprobability at 3 years post-surgery in the 177Lu-DOTATATE armcompared
with a 25% in the SOC arm. Secondary endpoints OS, time to tumour recurrence, time to
administration of subsequent antineoplastic therapy, safety and tolerability of 177Lu-
DOTATATE, health-related quality of life, patient reported outcomes, and cost effectiveness.
Ancillary objectives explore the clinical utility of novel molecular based biomarkers in iden-
tification of residual microscopic disease and early detection of recurrent disease. Enrolment
has begun. Follow-up datawill be collected for 5 years overall from the date of randomisation of
the last patient. Discussion: The NELMAS trial aims to investigate the efficacy of adjuvant
therapy with 177Lu-DOTATATE (2 cycles) compared to standard of care in preventing tumour
recurrence in patients following R0/R1 resection of LM of well differentiated GEP NET. Clinical
trial information: NCT05987176. Research Sponsor: Novartis/AAA; The Taylor Family 2010
Charitable Trust.
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NCI 10479: A phase I dose escalation-expansion trial of sunitinib malate plus lu-
tetium (Lu-177) dotatate in somatostatin receptor positive pancreatic neuroen-
docrine tumors.

Nikolaos Trikalinos, Haeseong Park, Hyun Kim, Vikas Prasad, Feng Gao, Lorraine Cheryl Pelosof, Amir Iravani, Manik A. Amin, Kian-Huat Lim; Washington University School
of Medicine in St. Louis, Siteman Cancer Center, St. Louis, MO; Dana-Farber Cancer Institute, Boston, MA; Washington University School of Medicine, Department of
Radiation Oncology, St. Louis, MO; Washington University in St. Louis, St. Louis, MO; Washington University School of Medicine in St. Louis, St. Louis, MO; National Cancer
Institute, Cancer Therapy Evaluation Program, Rockville, MD; University of Washington & Fred Hutchinson Cancer Center, Seattle, WA; Department of Medicine, Section of
Hematology and Oncology, University of Chicago, Chicago, IL; Washington University School of Medicine, St. Louis, MO

Background: Patients with metastatic or unresectable pancreatic neuroendocrine tumors
(PanNETs) have a poor prognosis, even with currently available treatments, with a 5-year
overall survival (OS) of less than 20%. LutetiumDotatate (Lu-177) is a radiopharmaceutical that
consists of the somatostatin analogue DOTA-Tyr3-Octreotate, coupled to the metal-ion
chelating moiety, DOTA, and radiolabeled with lutetium-177. Lu-177 was approved by the
FDA in 2018 for treatment of somatostatin receptor (SSTR)-positive gastroenterohepatic NETs,
but it is limited in its efficacy to achieve cytoreduction and provide durable responses. Sunitinib
malate is an oral small-molecule tyrosine kinase inhibitor targeting VEGFRs, PDGFRs, and KIT
and is also FDA approved as a monotherapy for the treatment of metastatic unresectable
PanNETs. There is preclinical, as well as clinical evidence of sunitinib being used as a radio-
sensitizer with classic radiation, but it has never been combinedwith a radiolabeled analogue in
patients with PanNETs. Methods: This is a Phase I dose escalation/expansion study aiming to
enroll up to 24 patients across several sites. Eligible patients will be offered fixed dose Lu-177 at
200 mCi for 4 fractions with concurrent oral sunitinib administration initiating on C1D1 and
concluding 28 days after the last Lu-177 infusion. Dose escalation applies to sunitinib and will
be guided by a 3+3 design to determine themaximum tolerated dose (MTD) and recommended
phase 2 dose (RP2D). Once the RP2D has been established, up to 12more patients will be offered
participation in the expansion phase in an attempt to further record antitumor activity and
correlationwith imaging, tumormarkers, aswell as Lu-177 dosimetry. Treatmentwill continue
until disease recurrence/progression, unacceptable toxicity, or completion of planned protocol.
Key eligibility criteria include age . = 18 years, ECOG performance status , = 2, histologic
diagnosis of metastatic, unresectable well- or moderately-differentiated SSTR-positive Pan-
NETs of any grade, up to 1 prior treatment except for somatostatin analogues and appropriate
baseline hematological parameters. Key exclusion criteria are prior use of sunitinib, Lu-177 or
other radiopharmaceuticals,myocardial or cerebrovascular accidentwithin the prior 12months
and left ventricular ejection fraction of , = 50%. The study uses an 8-week safety window to
determine its primary endpoint, which is DLTs during administration of the combination.
Secondary endpoints are objective response (ORR), duration of response (DOR), progression-
free survival (PFS) and overall survival (OS), intensity of tumor uptake on pre-treatment SSTR
PET and post Lu-177, chromogranin A level response as well as optional dosimetry imaging.
Enrollment is ongoing. Clinical trial information: NCT05687123. Research Sponsor: National
Cancer Institute.
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An open-label, dose-finding, phase Ib study to assess the safety, tolerability of
nesuparib (JPI-547), a dual inhibitor of PARP/TNKS, in combination with modified
FOLFIRINOX (mFOLFIRINOX) and gemcitabine-nab-paclitaxel (GemAbraxane) in
patients with locally advanced and metastatic pancreatic cancer.

Do-Youn Oh, Jin Won Kim, Joon Oh Park, Hye Jin Choi, Jeesun Yoon, Minsu Kang, Jung Yong Hong, Choong-kun Lee, Hyesoo Kwon, Eunji Kim, Hyunju Cha, Jun Kim,
John Kim; Department of Internal Medicine, Seoul National University Hospital Cancer Research Institute, Seoul National University College of Medicine, Seoul, South
Korea; Department of Internal Medicine, Seoul National University Bundang Hospital, Seoul National University College of Medicine, Seongnam, South Korea; Division of
Hematology-Oncology, Department of Medicine, SamsungMedical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Division of Medical Oncology,
Department of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Department of Internal Medicine, Seoul National
University Hospital; Cancer Research Institute, Seoul National University, Jongno-Gu, South Korea; Department of Internal Medicine, Seoul National University Bundang
Hospital, Seongnam, South Korea; Onconic Therapeutics, Seoul, South Korea

Background: Pancreatic ductal adenocarcinoma (PDAC) is a leading cause of cancer deaths,
with most cases diagnosed at advanced stages. Current maintenance therapy with the PARP
inhibitor, olaparib, benefits only patients with germline BRCA1/2mutations (Approximately 5-
7%of PDAC cases). However, homologous recombination deficiency (HRD)-relatedmutations
occur in~15%of PDACs, potentially expanding the utility of PARP inhibitors. Nesuparib, anext-
generation PARP inhibitor, also targets tankyrase, disrupting WNT and Hippo signaling
pathways which are critical for homologous recombination repair. This dual mechanism
mimics BRCA loss ("BRCAness"), sensitizing HRD-positive tumors without BRCA mutations
to PARP inhibition, broadening therapeutic options. Combining PARP inhibitors with chemo-
therapy (e.g., irinotecan or platinum-based drugs) enhances sensitivity to DNA damage. Pre-
clinical studies showed nesuparib inhibited tumor growth asmonotherapy and achieved higher
efficacy in combination with standard treatments. In a prior phase I trial, nesuparib showed
promising antitumor activity, with overall response rate of 28.2% and disease control rate of
64.1%. This Phase Ib study aims to evaluate the efficacy of nesuparib in combination with
standard chemotherapy for advanced PDAC using a 3+3 dose-escalation design.Methods: This
multicenter, open-label, Phase Ib, dose-finding study will enroll 24–48 patients with locally
advanced ormetastatic PDAC. Two arms are included: ArmA (mFOLFIRINOX combination) and
Arm B (GemAbraxane combination), each with 12–24 subjects across four dose groups (3–6
patients per group). Nesuparib is administered orally under fasting conditions ranging from
DoseLevels -2 (12.5mgqd) to4 (100mgqd), starting atDoseLevel 1 (25mgqd)with a5days on/
2 days off schedule. Based on the occurrence of dose-limiting toxicities (DLTs), the dosemay be
escalated to higher levels (Dose Levels 2, 3, or 4) or reduced to lower levels (Dose Levels -1 or -2)
with a 5 days on/2 days off or 3 days on/4 days off schedule. Arm A includes mFOLFIRINOX
chemotherapy with biweekly oxaliplatin (65 mg/m²), leucovorin (400 mg/m²), irinotecan
(135 mg/m²), and 5-FU (2,400 mg/m²). Arm B involves gemcitabine (1,000 mg/m²) and
nab-paclitaxel (125 mg/m²) on Days 1, 8, and 15 of a 28-day cycle. Primary objectives are to
determine the maximum tolerable dose (MTD) and recommended Phase II dose (RP2D) and to
identify the optimal combination regimen based on safety. Secondary objectives include
evaluating safety and antitumor activity. Enrollment began in Q1 2022. ClinicalTrials.gov ID:
NCT05257993. Clinical trial information: NCT05257993. Research Sponsor: Onconic
Therapeutics.
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ALTER-PA001: A multicenter, randomized study of anlotinib and benmelstobart in
combination with AG chemotherapy vs. AG as first-line treatment for metastatic
pancreatic cancer.

Jiujie Cui, Wei Li, Jingyu Cao, Yingzhi Lu, Ming Quan, Jun Wu, Mei Zhang, Da Li, Xiujuan Qu, Zhiwei Li, Liwei Wang; Department of Medical Oncology and State Key
Laboratory of Oncogene and Related Genes, Shanghai Cancer Institute, Renji Hospital, School of Medicine, Shanghai, China; Department of Oncology, The First Affiliated
Hospital of Soochow University, Suzhou, Jiangsu, China; The Affiliated Hospital of Qingdao University, Qingdao, Shandong, China; Lianyungang No.2 People’s Hospital,
Lianyungang, China; Department of Oncology, Shanghai East Hospital, Shanghai, China; Department of Oncology, The First People’s Hospital of Changzhou, Changzhou,
China; The First Affiliated Hospital of Anhui Medical University, Hefei, China; Shao Yi Fu Hospital Affiliated Hospital of Zhejiang University School of Medicine, Hangzhou,
China; Department of Medical Oncology, the First Affiliated Hospital of China Medical University, Shenyang, China; Harbin Medical University Cancer Hospital, Harbin,
China; Department of Oncology, Renji Hospital, School of Medicine, Shanghai Jiao Tong University, Shanghai, China

Background: Metastatic pancreatic cancer (mPC) remains one of the most challenging ma-
lignancies to treat, with limited effective therapeutic options. While AG chemotherapy (nab-
paclitaxel and gemcitabine) is a current standard first-line regimen, new combinations are
needed to improve outcomes. Preclinical data suggest potential synergistic effects of
anlotinib, a multi-target tyrosine kinase inhibitor, and benmelstobart, a novel anti-PD-L1
antibody, with chemotherapy. This study aims to evaluate the efficacy and safety of this
combination in mPC. Methods: ALTER-PA-001 is a multicenter, open-label, randomized,
controlled phase 2 trial that compared anlotinib plus benmelstobart and AGwith AG in patients
with treatment-naı̈ve mPC. Eligible patients are aged 18-75, ECOG 0-1, with histologically or
cytologically confirmed PC. A total of 104 patients will be randomly assigned in a 2:1 ratio to
receive anlotinib (8 mg orally, QD, d1–14), benmelstobart (1200 mg IV, d1), nab-paclitaxel
(125 mg/m² IV, d1, d8), and gemcitabine (1000 mg/m² IV, d1, d8) every 21 days or AG regimen
with nab-paclitaxel and gemcitabine at the same doses and schedule. The randomisation is
done centrally and stratified by the presence of liver metastasis. Patients achieving CR, PR, or
SD after 8 cycles will enter a maintenance phase with continued treatment based on their
assigned arm. Tumor assessment is performed every 6 weeks for induction treatment, and
every 9 weeks for maintenance phase. The primary endpoint is objective response rate (ORR),
with secondary endpoints including progression-free survival (PFS), disease control rate
(DCR), duration of response (DoR), overall survival (OS), and safety. Exploratory biomarker
analyses will assess correlations between baseline tumor characteristics and therapeutic out-
comes. This trial is actively recruiting in November 2024. Clinical trial information:
NCT06621095. Research Sponsor: None.
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A phase 1b/2 trial of onvansertib in combination with NALIRIFOX for first line
treatment of advanced pancreatic cancer (PANCONVA trial).

Anup Kasi, Raed Moh’d Taiseer Al-Rajabi, Fairooz F. Kabbinavar, Nancy Sherman, Haoran Li, Milind A. Phadnis, Shannon Bradbury, Cathey Belcher, Jordan Rose,
Ramanand Arun Subramanian, Manidhar Reddy Lekkala, Timothy Schmitt, Sean Kumer, Clay King, Mojtaba Olyaee, Amit Rastogi, Reza Hejazi, Joaquina Celebre Baranda,
Weijing Sun; University of Kansas Cancer Center, Fairway, KS; University of Kansas Cancer Center, Kansas City, KS; Pharma, Los Angeles, CA; Cardiff Oncology, Inc., San
Diego, CA; University of Kansas Cancer Center, Westwood, KS; Department of Biostatistics & Data Science, University of KansasMedical Center, Kansas City, KS; University
of Kansas Cancer Center UKH - Southwest Office, Topeka, KS; University of Kansas Medical Center, Kansas City, KS; University of Kansas Medical Center (KUMC), Kansas
City, KS; University of Kansas, Kansas City, KS; University of Kansas Medical Center, Department of Internal Medicine, Kansas City, KS; Department of Medical Oncology,
University of Kansas Cancer Center, Westwood, KS

Background: Pancreatic cancer is a highly lethal disease. Despite research and drug develop-
ment efforts focused onKRAS, no effective RAS inhibitors have been approved for the treatment
of pancreatic cancerwithKRASmutation. PLK1 inhibition is a potential target in KRAS-mutated
pancreatic cancer andmay provide a new first-line treatment option. Onvansertib (also known
as PCM-075 and NMS-1286937) is the first PLK1-specific adenosine triphosphate competitive
inhibitor administered by oral route to enter clinical trials with proven antitumor activity in
different preclinical models.Methods: This is a phase 1b/II, non-randomized, open label single
arm study being conducted at theUniversity of Kansas Cancer Center and its affiliated sites. The
study is open for enrollment. Eligibility: Key inclusion includes pts with locally advanced,
unresectable, or metastatic pancreatic adenocarcinoma who are treatment näıve, have ade-
quate archival tissue for biomarker evaluation or are willing to undergo a biopsy, and have an
ECOG of 0-1. Key Exclusion: Planned concomitant use ofmedications known to prolong the QT/
QTc interval, use of strongCYP3A4or CYP2C19 inhibitors or strongCYP3A4 inducers. Treatment
Plan: The phase 1b (safety lead-in) will follow a dose de-escalation phase in which up to 2
different Onvansertib dose levels will be tested in combination with standard NALIRIFOX.
Onvansertib starting dose level is 30mg orally once daily. The Phase II portion of the study will
be a single-armopen-label enrollmentwith dosing based on the starting dose determination in
the Phase Ib portion of the study (30mg or 20mg). NALIRIFOX (Nano-liposomal Irinotecan 50
mg/m2, Oxaliplatin 60 mg/m2, Leucovorin 400 mg/m2, 5-FU 2400 mg/m2) will be admin-
istered intravenously onD1 of the 14-day cycle. Onvansertib will be dosed orally onD1-5 of each
14-day cycle. Imaging will be performed at baseline and after every 4 cycles. Objectives: The
primary objective of this study is to determine anti-tumor activity by measuring Overall
Response Rate (ORR). The secondary objectives are to determine treatment safety based on
toxicities in participants who have received at least one dose of onvansertib, to determine anti-
tumor activity by Progression Free Survival (PFS), to determine anti-tumor activity by Disease
Control Rate (DCR), to determine Overall Survival (OS). Statistical Plan: Simon’s two-stage
Optimum design will be used. The null hypothesis that the true response rate is 41% will be
tested against a one-sided alternative that the true response rate is 65%. In the first stage, 10
evaluable pts will be enrolled. If there are 4 or fewer responses in these 10 pts, the study will be
stopped. Otherwise, 11 additional evaluable ptswill be accrued for a total of 21 evaluable pts. The
null hypothesis will be rejected if 12 ormore responses are observed in 21 evaluable pts. Clinical
trial information: NCT06736717. Research Sponsor: Cardiff Oncology.
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Trial in progress: RASolute 302—A phase 3, multicenter, global, open-label, ran-
domized study of daraxonrasib (RMC-6236), a RAS(ON) multi-selective inhibitor,
versus standard of care chemotherapy in patients with previously treated meta-
static pancreatic ductal adenocarcinoma (PDAC).

Brian M. Wolpin, Zev A. Wainberg, Ignacio Garrido-Laguna, Gulam Abbas Manji, Alexander I. Spira, Nilofer Saba Azad, Shubham Pant, Ying Zhang, Jessica Trang,
Zeena Salman, Eileen M. O’Reilly; Dana-Farber Cancer Institute, Gastrointestinal Cancer Center, Boston, MA; University of California Los Angeles Health - Hematology/
Oncology, Los Angeles, CA; University of Utah, Huntsman Cancer Institute, Salt Lake City, UT; Columbia University Irving Medical Center New York Presbyterian Hospital,
New York, NY; NEXT Oncology Virginia, Fairfax, VA; Johns Hopkins Sidney Kimmel Comprehensive Cancer Center, Medical Oncology, Baltimore, MD; The University of
Texas MD Anderson Cancer Center, Houston, TX; REVOLUTION Medicines, Inc., Redwood City, CA; Department of Medicine, Memorial Sloan Kettering Cancer Center, New
York, NY

Background: Patients with previously treated metastatic PDAC have significant need for
treatments with improved efficacy and tolerability. RAS is an oncogenic driver in . 90% of
patients with PDAC. Daraxonrasib (RMC-6236) is an oral, RAS(ON) multi-selective, tri-
complex inhibitor of GTP-bound mutant and wild-type RAS. In the ongoing Phase 1 mono-
therapy trial (NCT05379985), daraxonrasib exhibited a manageable safety profile with pri-
marily low-grade rash andGI toxicities, and encouragingORR,PFS andOS in abroadpopulation
of previously treated patients with RASmutantmetastatic PDAC (J Clin Oncol 43, 2025 [suppl 4;
abstr 722]). The significant unmet need for alternative treatment options, along with the
preliminary clinical data of daraxonrasib monotherapy, support its evaluation in the ongoing
Phase 3 clinical trial, RASolute 302, in patients with previously treated metastatic PDAC.
Methods: RASolute 302 is a global, multicenter, open-label, randomized study
(NCT06625320) designed to evaluate daraxonrasib outcomes compared to investigator’s
choice of standard of care chemotherapy as a 2L treatment in patients with metastatic PDAC.
Eligibility includes patients$18 years old, ECOG performance status 0 or 1, disease progression
on 1 prior line of either a 5-fluorouracil or gemcitabine-based regimen in the metastatic
setting, and documented RAS mutation status (mutant or wild-type). Eligible RAS mutations
are defined as nonsynonymousmutations in KRAS, NRAS, or HRAS at codons 12, 13, or 61 (G12,
G13, or Q61). Patients with tumors that are RAS wild-type and received appropriate approved
targeted therapy for actionable mutations are also eligible. A 1:1 randomization of approxi-
mately 460 patients will receive daraxonrasib 300 mg daily or investigator’s choice of che-
motherapy (gemcitabine/nab-paclitaxel, mFOLFIRINOX, nal-IRI/5-FU/LV, or FOLFOX) until
unacceptable toxicity or disease progression. For patients randomized to daraxonrasib, rec-
ommended prophylactic measures for rash include oral antibiotics and topical corticosteroids.
Response Evaluation Criteria in Solid Tumors version 1.1 (RECIST v1.1) tumor assessments will
be performed every 8 weeks until disease progression, withdrawal of consent, lost to follow up,
or death, whichever occurs first. Dual primary endpoints are progression-free survival (PFS) as
assessed by blinded independent central review and overall survival (OS) in the RAS G12X-
mutant population. Key secondary endpoints include PFS, OS, objective response and quality of
lifemeasures in the all-patient population with tumors carrying RASmutations (G12X, G13X or
Q61X) or RAS wild-type. Enrollment for the trial commenced in October 2024. Clinical trial
information: NCT06625320. Research Sponsor: Revolution Medicines, Inc.
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A phase 2 study of botensilimab and AGEN1423, an anti-CD73-TGFb-trap bi-
functional antibody, with or without chemotherapy in subjects with advanced
pancreatic cancer.

Bruno Bockorny, Julia Berg, Andrea J. Bullock, Peter D. Whooley, Mary Linton Bounetheau Peters, Nora K. Horick, Monika Vyas, Taru E. Muranen, Manuel Hidalgo; Beth
Israel Deaconess Medical Center, Boston, MA; Massachusetts General Hospital, Boston, MA; Beth Israel Deaconess Medical Center, Harvard Medical School, Boston, MA;
NewYork-Presbyterian Hospital and Weill Cornell Medicine, New York, NY

Background: Traditional immune checkpoint inhibitors have shown limited benefit in pan-
creatic ductal adenocarcinoma (PDAC) owing to non-redundant immune resistance mecha-
nisms dominating the tumor microenvironment (TME). Transforming growth factor (TGF)-b
and cluster of differentiation (CD)73-adenosine represent two major immunoregulatory and
pro-tumorigenic pathways responsible for therapeutic resistance and progressive disease in
PDAC. AGEN1423 (also known as dalutrafusp alfa and GS-1423) is a bifunctional, humanized,
aglycosylated immunoglobulin G1 kappa antibody that selectively inhibits CD73-adenosine
production and neutralizes active TGF-b signaling. Botensilimab (BOT) is an Fc-enhanced
multifunctional anti-cytotoxic T-lymphocyte-associated protein 4 (CTLA-4) antibody. We
hypothesize that the combination of AGEN1423 with BOT can rescue T-cell functional activity
leading to responses in advanced PDAC.Methods: An investigator-initiated open label Phase 2
study to evaluate the safety, tolerability, and initial efficacy of BOT + AGEN1423 +/- chemo-
therapy in patients with metastatic PDAC (NCT05632328). In cohort 1, 12 patients with
metastatic PDAC with disease progression to at least one line of treatment will receive
AGEN1423 30mg/kg IV Q2W for 4 doses + BOT 150mg IV Q6W ongoing for up to 2 years. If
the combination is considered safe and tolerable, and objective response is achieved in at least 1
subject, the study will proceed to Cohort 2. In Cohort 2, 12 additional patients with disease
progression on first-line fluorouracil-based chemotherapy will be enrolled to receive second-
line gemcitabine and nab-paclitaxel in combination with AGEN1423 30mg/kg IV Q2W for 4
doses + BOT 150mg IV Q6W. Key eligibility criteria include histologically or cytologically
confirmed metastatic pancreatic adenocarcinoma, age $18 years, Eastern Cooperative Oncol-
ogy Group (ECOG) performance status#1, adequate organ function, andmeasurable disease by
RECISTv1.1. A pre-treatment and on-treatment tumor biopsy will be obtained for translational
studies. The primary endpoint is to estimate the objective response rate (ORR) according to
RECISTv1.1 criteria. Secondary endpoints include safety and tolerability as defined by the
incidence of AEs as assessed according to CTCAE v5, disease control rate (DCR),
progression-free survival (PFS), and overall survival (OS). Translational endpoints include
the characterization of the transcriptional signatures in paired biopsies obtained before and
on-treatment with BOT + AGEN1423, as well as the changes in cell composition of the TME
following treatment usingmultiplexed immunofluorescence spatial technology. Enrolment has
started and accrual is anticipated to complete in Q4 2025. Clinical trial information:
NCT05632328. Research Sponsor: Agenus, Inc.

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY

http://www.clinicaltrials.gov/ct2/show/NCT05632328


TPS4232 Poster Session

Adaptive organoid-based precision therapy study in pancreatic cancer (ADOPT): A
phase II single-arm study to evaluate the efficacy of patient-derived organoid
(PDO)-directed therapy in advanced pancreatic ductal adenocarcinoma (PDAC).

Ronan Andrew McLaughlin, Nikta Feizi, Felix Beaudry, Eugenia Flores-Figueroa, Karen Ng, Wei Quan, Rachel Ding, Xuan Li, Stephanie DeLuca, Xin Wang,
Raymond Woo-Jun Jang, Elena Elimova, Grainne M. O’Kane, Erica S. Tsang, Julie Wilson, Anna Dodd, Faiyaz Notta, Steven Gallinger, Jennifer J. Knox, Robert C. Grant;
Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre– University Health Network, University of Toronto, Toronto, ON, Canada; University Health
Network, Toronto, ON, Canada; Ontario Institute for Cancer Research, Toronto, ON, Canada; Princess Margaret Cancer Centre, Toronto, ON, Canada; Princess Margaret
Cancer Centre, University Health Network, University of Toronto, Toronto, ON, Canada; PanCuRx Translational Research Initiative, Ontario Institute for Cancer Research,
Toronto, ON, Canada; Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, ON,
Canada; Wallace McCain Center for Pancreatic Cancer, Princess Margaret Cancer Center, University Health Network, Toronto, ON, Canada; Princess Margaret Cancer
Centre, University Health Network & University of Toronto, Toronto, ON, Canada

Background: PDAC is a devastating malignancy. High-throughput genomic technologies have
yielded insights regarding the molecular underpinnings and heterogeneity of PDAC. Systemic
treatment options are limited to cytotoxic chemotherapies, except for approx. 10%,who receive
targeted treatment based on genomic profiling. PDO’s are three-dimensional ex vivo exper-
imental models grown directly from tumor tissue and can provide a direct assessment of drug
response. By directly exposing cancer cells to potential drug therapies, functional profiling
provides a dynamicmeasurement of response that ismore informative than static gene panels.
PDOs can theoretically be used to direct therapeutic decisions, offering an opportunity to
expand the reach of precision therapies for PDAC beyond genomics. To date, PDO testing has
been limited by small sample sizes, fewdrugs included in the screens, and retrospective studies.
To expand the impact of precision therapy, we developed a rapid high-throughput screening
(HTS) platformwhere over 3,000 drugs can be tested in PDOswithin 8-10weeks of diagnosis. In
ADOPT, we aim to formally investigate the efficacy of PDO-directed therapy in a prospective
phase II study, leveraging our existing platforms using real-time HTS of PDOs. This study
represents one of the first formal trials of PDO-directed therapy in solid tumors. Our novel
approach will enroll pts with advanced PDAC who do not have alternative treatment options.
Methods:This is an actively recruitingprospective, single-armphase II trial. Patients (pts)with
advanced epithelial PDAC are eligible if they either: 1) progressed on, were intolerant to, or
refused first-line or subsequent therapies (Cohort A), or 2) have stable disease after$8 cycles of
FOLFIRINOX (“Maintenance” Cohort B) and have a PDO showing sensitivity to an approved HC
drug. Pts will be recruited, frommultiple ongoing studies including PROSPER-PANC where we
have successfully generated and tested a PDO. PDO-directed treatmentwill be selected based on
drug sensitivity as tested through our validatedHTS platform. Each casewill be discussed at our
PDO dedicated tumor board. All pts must meet the inclusion/exclusion and drug-specific
eligibility criteria. The primary endpoint is disease control rate. A Simon’s two-stage optimal
design will be used to test the hypothesis: H0: P# 0.05 versus H1: P$ 0.25. In the first stage, 9
pts will be evaluated. The trial will be discontinued if no disease control response is observed in
this stage. If at least one response is observed, then the trial will continue to the second stage
and an additional 17 pts will be evaluated for a total of 26 evaluable. This design has a one-sided
alpha of 0.05 andpower of 80%.Wewill reject thenull hypothesis after 26 if 3 ormore responses
are observed. Clinical trial information: awaited. Research Sponsor: Ontario Institute for Cancer
Research and Princess Margaret Cancer Foundation; Terry Fox Research Institute - Marathon
of Hope Cancer Centres Network Funding; Sinai Health Foundation; The MNitz Pancreatic
Cancer Research Fund (Michelle Reisman); TheMNitz Pancreatic Cancer Research Fund (Veroli
Cultural Society); The MNitz Pancreatic Cancer Research Fund (Elyse Graff).
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Phase I trial of MK2 inhibitor in combination with mFOLFIRINOX for untreated
metastatic pancreatic ductal adenocarcinoma.

Moh’d M. Khushman, Patrick Grierson, Nikolaos Trikalinos, Benjamin R. Tan, Olivia Aranha, Rama Suresh, Michael Iglesia, Nikolaos Andreatos, Caron E. Rigden, Jingxia Liu,
Kian-Huat Lim; Washington University School of Medicine, St. Louis, MO; Washington University in St. Louis, St. Louis, MO; Washington University School of Medicine in St.
Louis, St. Louis, MO; Siteman Cancer Center, Washington University School of Medicine, St. Louis, MO; Department of Medicine, Washington University School of Medicine,
St. Louis, MO; Washington University, St. Louis, MO; Washington University in St. Louis/Siteman Cancer Center, St. Louis, MO

Background: Zunsemetinib (also known as ATI-450) is an investigational small molecule
inhibitor targeting MAPK-Activated Protein Kinase (MAPKAPK2, or MK2). Preclinical work
conducted by the LimLab atWashingtonUniversity in St. Louis demonstrated that FOLFIRINOX
activates heat shock protein 27 (Hsp27), a molecule with pleiotropic pro-survival properties,
and beclin1, a keymediator of autophagy, in pancreatic ductal adenocarcinoma (PDAC)models.
In an autochthonous PDAC (KPC) mouse model, zunsemetinib synergized with FOLFIRINOX,
resulting in near-complete ablation of all PDAC foci and significantly improvedmouse survival.
Additionally, mice treated with zunsemetinib experienced significantly less intestinal damage
and weight loss—common concerns associated with FOLFIRINOX. These preclinical data
support the rationale for combining zunsemetinib with FOLFIRINOX in PDAC patients.
Methods: We are conducting a phase I, single-arm, open-label study of zunsemetinib in
combination with mFOLFIRINOX in patients with untreated metastatic PDAC. The study
consists of two phases: a dose escalation phase and an expansion phase. During the dose
escalation phase, zunsemetinib dosing will proceed according to the BOIN design with a cohort
size of 3. A total of 6–21 patients will be enrolled atWashington University. Patients will receive
zunsemetinib starting at Dose Level 1 (40mg twice daily), with dose escalation continuing until
the recommended phase 2 dose (RP2D) is determined. Patients will remain in the study until
disease progression or treatment intolerance. In the expansion phase, up to 30 additional
patients will be enrolled to further assess the toxicity profile of zunsemetinib in combination
with mFOLFIRINOX. These patients will begin at the RP2D and continue on study treatment
until disease progression or treatment intolerance. Eligible patients must be treatment-naı̈ve,
newly diagnosed, and have histologically or cytologically confirmed PDAC for which mFOL-
FIRINOX is deemed a suitable treatment option. Theprimary objective is to determine the dose-
limiting toxicities (DLTs) and RP2D of zunsemetinib in combination with mFOLFIRINOX.
Secondary objectives include assessing toxicity profiles, progression-free survival (PFS) at
sixmonths and overall PFS, disease control rate, overall response rate, overall survival, CA 19-9
response at the RP2D, and pharmacokinetics of zunsemetinib in PDAC treated with mFOLFIR-
INOX. Exploratory objectives include evaluating pharmacodynamic markers via immunohis-
tochemistry (e.g., phospho-Hsp27 to assess pharmacodynamics of zunsemetinib, LC3B to
assess autophagy, and TUNEL staining to evaluate DNA damage) and analyzing pathway
suppression through RNA sequencing. Pre- and post-treatment serum samples will also be
collected for the analysis of inflammatory cytokines. Clinical Trial Registration: NCT06648434.
Clinical trial information:NCT06648434. ResearchSponsor: Pancreatic SPORE (P50CA272213);
Aclaris.
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An open-label, phase 1 trial with expansion cohort of botensilimab (AGEN1181) +
balstilimab (AGEN2034) + nab-paclitaxel + gemcitabine + cisplatin + chloroquine +
celecoxib in adult patients with previously untreated metastatic pancreatic cancer.

Erkut H. Borazanci, Gayle S. Jameson, Brandi Carter, Lu Zhao, Haiyong Han, Derek Cridebring, Michael S. Gordon, Daniel D. Von Hoff; HonorHealth Research Institute,
Scottsdale, AZ; Translational Genomics Research Institute (TGen), Phoenix, AZ

Background: The unfolded protein response (UPR) is an adaptive endoplasmic reticulum (ER)
stress pathway that and can prevent cellular death under moderate stress conditions or pro-
mote apoptosis under severe stress. The UPR is often upregulated in pancreatic cancer cells and
has been identified as a promising target for therapeutic intervention. We hypothesize that
inducing severe ER stress by combining multiple chemo and immunotherapy agents will cause
pancreatic cancer cells to enter the apoptotic UPR pathway, destroying these cells and im-
proving patient survival. Prolonged ER stress is achieved in this study by using chemotherapy
(nab-paclitaxel + gemcitabine + cisplatin) in combination with 2 immunotherapy agents:
botensilimab (AGEN1181), an Fc-engineered anti-CTLA-4 monoclonal antibody, and balstili-
mab (AGEN2034), a human monoclonal immunoglobulin (Ig) G4 (IgG4) antibody designed to
block programmed cell death protein (PD-1) binding by PD-L1 and PD-L2. Additionally, 2
agents are included to help block apoptosis escape routes: chloroquine to inhibit autophagy and
celecoxib to reduce tumor microenvironment inflammation. Methods: This single-center,
open-label, phase 1 study evaluates the safety, tolerability, and preliminary efficacy of two
botensilimab doses in combination with fixed doses of balstilimab (240 mg) + nab-paclitaxel
(125 mg/m2) + gemcitabine (1000 mg/m2) + cisplatin (25 mg/m2) + chloroquine (500 mg) +
celecoxib (200 mg) in adult patients with previously untreated metastatic pancreatic cancer
(NCT06076837). The study design consists of 6 patients in a dose 1 cohort at 50 mg botensi-
limab+combination regimenandanescalateddose 2 cohort of 6patients at 75mgbotensilimab
+ combination regimen (pending dose 1 cohort safety signals), with an additional 6 patients in
an expansion cohort treated at the determinedmaximum tolerated dose (MTD) of botensilimab
(Total N = 18). Adverse events (AEs) are evaluated according to NCI CTCAE v5.0 and tumor
response is assessed by RECIST v1.1. Key eligibility criteria include 1) histologically confirmed
diagnosis ofmetastatic pancreatic ductal adenocarcinomawithmeasurable disease on baseline
imaging, 2) life expectancy of at least 3 months, 3) no previous radiotherapy, surgery,
chemotherapy, or investigational therapy for the treatment of metastatic disease, and 4) no
prior immune checkpoint inhibitor therapy. Enrollment began in January 2025 at the Hono-
rHealth Research Institute. Clinical trial information: NCT06076837. Research Sponsor: TGen
Foundation; Purple Pansies Foundation.
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A supervised prehabilitation program for patients with pancreatic cancer.

Philip Chang, Arash Asher, Andrew Hendifar, Gillian Gresham, Novalyn Cruz, Jun Gong; Cedars-Sinai Medical Center, Los Angeles, CA; Cedars–Sinai Medical Center, Los
Angeles, CA; Samuel Oschin Cancer Center, Cedars-Sinai Medical Center, Los Angeles, CA

Background: Individuals who develop pancreatic cancer tend to be older, with 70% of pan-
creatic diagnoses occurring in those $ 65 years (2). Older patients are at increased risk for
sarcopeniawhich is the progressive loss of skeletalmusclemass, tone, quality and strength and
has been reported to affect 65% of pancreatic cancer patients (4). PREHAB is the process of
improving the functional capability and psychological health of the individual to reduce the
incidence and/or severity of future impairments (6). The foundation of PREHAB is functional
exercise although components of nutrition and stress reduction may be included (9). PREHAB
sessions are typically delivered through structured programs and have been shown to have a
number of benefits such as improvements in functional activity and decreased postoperative
complications (8). In a study byNgo-Huang et al, 50 pancreatic cancer participants participated
in a home-based multimodal program resulting in improved physical function and health
related quality of life (15). Given the numerous benefits, the purpose of this study is to
demonstrate the feasibility of a multimodal supervised PREHAB program in pancreatic cancer
patients which we believe could have greater benefits than unsupervised programs. Methods:
This is a single arm pilot study assessing the feasibility of a supervised prehabilitation program
for patientswithpancreatic cancer. Inclusion criteria include a diagnosis of any stagepancreatic
cancer, independence with ambulation, and a lower level of physical activity as assessed by the
Godin-Shepard Leisure-Time Physical Activity Questionnaire. To our knowledge, this is the
first study in which all exercises sessions are in-person and supervised by exercise technicians
in pancreatic cancer. Additionally, while prehabilitation typically takes place during the neo-
adjuvant therapy period, this study will also include patients with metastatic disease on
continuous chemotherapy. Participants will undergo baseline evaluations testing strength,
endurance, balance, subjective measures and sarcopenia measures. This will be immediately
followed by one-hour long supervised exercise sessions 3x per week for 6 weeks in which
participants will engage in aerobic training and resistance training targeting major muscle
groups. Following the intevention, measures will be collected immediately afterwards and at
3 month follow-up. The primary analysis will test the hypothesis of feasibility using an one-
sided exact Binomial test at 25% significance level. If 10 or more patients attend aminimum of
60% of exercise sessions during the initial 6-week period, then the study will be declared
feasible. 11 of 16 patients have been enrolled to date. Clinical trial information: NCT05692323.
Research Sponsor: Cedars Sinai Medical Center (Internal Funding).
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IMMUNORARE5: A national platform of 5 academic phase II trials coordinated by
Lyon University Hospital to assess the safety and the efficacy of the immuno-
therapy with domvanalimab + zimberelimab combination in patients with advanced
rare cancers—The Peritoneal Mesotheliomas Cohort.

Julien Peron Sr., Valerie Boige, Pascale Mariani, Clarisse Eveno, Denis Michel Smith, Laurence Gladieff, Judith Raimbourg, Nicolas Pirro, Julien Edeline, Marie Viala,
Cecile Brigand, Cecile Vicier, Pascale Tomasini, Diego Tosi, Sara Calattini, Sylvie Bin, Fabien Subtil, Benoit You, Vahan Kepenekian; Centre Hospitalier Lyon Sud - Hospices
Civils de Lyon, Pierre-Bénite, France; Institut Gustave Roussy, Villejuif, France; Eugene Marquis, Paris, France; CHRU of Lille, Lille, France; Centre Hospitalier Universitaire
de Bordeaux, Groupe Hospitalier Sud, Hopital Haut-Leveque, Pessac, France; Oncopole Claudius Regaud IUCT-Oncopole, Toulouse, France; Insitut de Cancérologie de
l’Óuest, Saint-Herblain, France; Assistance Publique Hopitaux de Marseilles, Marseille, France; Eugène Marquis Center, Rennes, France; Institut du Cancer de Montpellier,
ICM, Montpellier, France; CHU Hautepierre, Strasbourg, France; Institut Paoli-Calmettes, Marseille, France; Assistance Publique des Hopitaux de Marseille, Marseille,
France; Institut régional du Cancer de Montpellier (ICM), Head, Early Clinical Trial Unit, Medical Oncology Departement, Inserm U1194, Montpellier University, Montpellier,
France; Hospices Civils de Lyon Cancer Institute, Oullins - Pierre-Benite, France; Pôle Santé Publique, Hospices Civils de Lyon, Lyon, France; Service de biostatistique
bioinformatique – Hospices Civils de Lyon, Lyon, France; Centre Hospitalier Universitaire Lyon Sud, Hospices Civils de Lyon, Oullins-Pierre-Bénite, France; Centre
Hospitalier Lyon Sud, EMR 3738 Université Claude Bernard Lyon 1, Lyon, France

Background: In patients with rare cancers, there is an unmet medical need for investigating
innovative therapeutics beyond standard first-line treatment. Indeed, these diseases are rarely
assessed in clinical trials. The standard 1st-line treatment of peritonealmesothelioma relies on
platinum and pemetrexed, with no validated 2nd-line treatment so far. Several studies sug-
gested that immunotherapy, such as ipilimumab + nivolumab or atezolizumab + bevacizumab,
is active in this disease. There is a strong biological rationale for concurrent blockage of TIGIT
and PD1 pathways inmesothelioma.Methods: IMMUNORARE5 (NCT06790706) is a platformof
5 single arm phase II trials testing the safety and the efficacy of DOMVANALIMAB (anti-TIGIT)
and ZIMBERELIMAB (anti PD-1) in 5 independent cohorts of rare cancers. The trial, sponsored
by Lyon University Hospital, is conducted in 15 French centers, in partnership with the
corresponding national networks of reference centers. The PERITONEAL MESOTHELIOMA
cohort, led in collaboration with the RENAPE network (https://www.renape-online.fr/), will
enroll 27 patients in progression after at least 1 line of platinum + pemetrexed based-
chemotherapy regimen, with evaluable lesions at the baseline (modified RECIST criteria).
Patients previously treated with immunotherapy will not be eligible. Patients will receive
intra-venous DOMVANALIMAB and ZIMBERELIMAB, every three weeks, until disease pro-
gression. The primary endpoint will be the progression-free survival rate at 6 months. The
disease progression (clinical or radiological) will be confirmed by the RENAPE experts. The
secondary endpoints are tolerance, overall response rate and duration of response,
progression-free and overall survival. A two-stage Simon design was used, with early termi-
nation rules for futility (5% one-sided alpha level, 80% power). The treatment would be
considered interesting if the percentage of patients free from disease progression at 6-months
is statistically higher than 35%; 60% is expected. Translational research projects will be
developed aiming at deciphering cellular and molecular mechanisms involved in response to
treatment. Moreover, data from the prospectively-maintained RENAPE database will be in-
vestigated to build a synthetic historical arm representative of the efficacy of the standard
treatments in a similar population of patients. Clinical trial information: NCT06790706. Re-
search Sponsor: GILEAD.
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